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Abstract: 

Glucopyranosyloxypyrazole derivatives represented by the general formula (I) or 
pharmacologically acceptable salts thereof, which exibit human SGLT2 inhibiting activity, 
are improved in peroral absorbability, and are useful as preventive or therapeutic drugs 
for diseases due to hyperglycemia, e.g., diabetes, complications of diabetes, and obesity; 
and use of the compounds or the salts in medicines: (I) wherein R is hydrogen, lower 
alkyi, or a prodrug-constitutmg group; one of Q and T is a group of the general formula 
(II): (II) (wherein P is hydrogen or a prodrug-constituting group), and the other is lower 
alkyl or halogenated lower alkyl; and R<2> is hydrogen, lower alkyl, lower aikoxy, 
lower alkythio, halogenated lower alkyl, or halogeno, with the proviso that when R is 

hydrogen or lower alkyl, P is not hydrogen. 
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(57) Abstract: Glucopyranosyloxypyrazole derivatives represented by the general formula (I) or pharmacologically acceptable salts 
thereof, which exibil human SGLT2 inhibiting activity, are improved in peroral absorbability, and are useful as preventive or ther- 
apeutic drugs for diseases due to hyperglycemia, e.g., diabetes, complications of diabetes, and obesity; and use of the compounds 
or the salts in medicines: (I) wherein R is hydrogen, lower alkyl, or a prodrug-constituting group; one of Q and T is a group of the 
general formula (11): (II) (wherein P is hydrogen or a prodrug-constituting group), and the other is lower alkyl or halogcnatcd lower 
alkyl; and R 2 is hydrogen, lower alkyl. lower alkoxy, lower alkythio, halogenated lower alkyl, or halogeno, with the proviso that 
when R is hydrogen or lower alkyl, P is not hydrogen. 
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V>5 (J. Clin. Invest., Vol. 79, pp. 1510-151 
5 (1 9 8 7)). 3;fc, fWOilittllifOS lfi«fcSGLT2 (^ HJ £ 
5 Att?¥tt^;i'3*-^*2lfr2) ^#ffiU ^®SGLT2^«#:^ji$tlfe 
«f©WftJRlC^i:l/TH^bT^*J:i:*a»ft*nT^* (J. Clin. I 
nvest., Vol. 93, pp. 397-404 (1 9 9 4)). -S-nSfc, fc 

h s g l t 2 £n*-r s z.t\z&v wmr<D&mfcm<Dm®t%L*muis. wp 

15 k°^y-;l/#*&£WT£^tl£LT, WAY- 1 2 3 7 8 3**jE^T^X 

&*teOV»TttfaSflB*£ttTV>fcV> (J. Med. Chem., Vol. 39, 
pp. 3920-3928 (19 9 6)). 

20 mmm* 

*m®% &Kt t hSGLT2 JSttlfiWJB *^TT jLfflT^ ft 
«tftf*bfctt*, MIB-« (I) T*m2nz>fc&®&, T1B©^<£#|*|£ 
*v»T«tt*#T?**WC-«a (i i) T*$ns^;untf^y->;i/^>' 
tT7 v /-;vii^^ffe$nTffinfck b s glt 2 pi«?£tt£^Ttv>3£i 

25 JLftffc *%i^ttSofco 

«f©S!ftJKSiWiWLa«?a:*S«t|'K:#«S** 21 tick ?K ^tifcM^T 
ftUB 5 , TBB© >?)Vn M 5 7 i^M**^ tf 9 vA-;HHWfcfe «k © 
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Mfcfct (a) wib-«k (i) ti$n5^3t:7;'>;w 

e/if7y-;m^*fc«^©^a^wt^$ns^ fc«fctf (b) -ox 

-f >7 u >«S8, ^;u#p'>g«7>^p-x K -f >7 u 
5 -twin, hU^77^i/^7W-i£i ilfii^ v^W-www??- 

iflVPl^ ^ar-f>foy>*X7 7^- if- 1B|§I, ?UP7*> 
*7*U7-if|5ISIii, ^p-7-6-*77 7^-irl&#lil> 7Mh- 

PI«, 7-7$7»&g&#7>*=f-XK ^HJtfA7 v *>*;i'7>* 
rfnxK fe^H^NF-KBiam I&Rii&ftlBfclfiSIt N-7-fe^;V 
15 ft- a - U h - 7 5/ v H - v^7W— t? 1^, "f >7 U >«fiH^ 

^Bf, #;k=^>Sf8Mk £U5?X 5-fc:KP*~>-l-^;i/fc:^> 
MX EGB-761, tf^^P^EJK 7Px^>b\ Y-128, hh'O 

20 0 3 -7 K W"U >g^7^X K 7^3X71f-rAA : 3I/77P-;!/ 
7">;i/®fB&#*lfi£2k 7n7P-;k ¥W*H>M#7^Xh, 

h-r;uh7>x7x7— 7^7i/>^^ia*^ itfci'Jis 
7>7^-^-is^, pi/7T-p-;ux77-;vfe^>A°7ia^ 
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5 *^bj«, (a) mm-ma, <n Tg^nawpt^y^i^v-t^y 
-jimmfazrcu^omm^mzpf^nzm, <b) -y>*u>«3 

>Sl»J, ^;p*=f>$«*7 >7P-7 K -T >7 U >3fc*^**-'ttW«ak 
h U ^7:F>>;!^7^-if I I EMI, v^^v;i/^7W— if I Vffi# 

io & 7°nx-r>^pv>*x7 7^—tf-iBiam ^/u^^x*^ 
d-*< p<y~>h-;K ^uny>^»*^*-^- 3 ffl.su, t>#p* 

>^7°^H-l, 7>#n>^7°3^-li», W*=f>^7°^F 
15 -lTrf-Xh, 75 UX 75U>I»*, 75U>7toh, 7;i/K- 

x«7c#*B»lk ^□j'f^t- if cum. 

7-75/g§f^#7>7:=f~7K ^hU7A3^>*Jl/7>*P*-XK 
feWNF-/cBPItl, Mai^Wmia», N-7t^Mb-a-y 
>7 h-7>"^ F-^7°9^-if|fi^li£, >X U >lf $*H^- I , jUl/Jn 

;fr;io^>Sf»fk 7U^X 5-kHD^/-l-^^ky>HX E 
GB-76L bf^E^P^I/, XDj+i/F, Y-12 8, tHP^fJP 

^;i/^u;P3X>if-f AAiSjcKiSas^ 7^7^-h^b^, 3 3 -7F 
l/^-U >gf#:7^X K 7^|/nx>if-fAA : P l^XxD-;P7^;Hfi 
25 »»P1^> 7d73-;K ^«^ ; 6>^#:7rf-7h, al/Xr 
P -;|/*4KMFSk U K—Vm&&, 5 7 P V- A h U 7* U -fe U H h 5 >X 7 

7>x7i7- tram xi/7i/>MiWi, ffitfcmutffiesaw* 
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5 7>*=fx*K *;P->^AtS*SH, jfiL«5Rttte^, 

Br& 4>itt^)±i, a 2 -7Fi/tu >§^7^-x k khuns*, mm 

(A) tfflB-« (I) T*§n5^V3lf7/'>M^i/H7y- 

jutsflcsfctt^o^a^wtcw^^nsifi, (b) -f >^u>«stt 
warn, «jKia#^> wwm, -f >^u>^«ffijt«, -<>xu> 

15 b u if i i B^t, ^^7°^x;i/^y^-if i vis* 
D-Mp-r/yh -;k ^ u n y >&fij&»**^- 3 ®&m* ^ 

20 >a^7°^F-i, ^;i/^^>#^7°^H-i»^> £W#=T>«K7^1« 
-17n'rXh, 75'JX T5U>^»> 75U>7^Xh, 7;kF~ 
*jt7G#*R&*3k 7dtM tfCfiSH, 

l5?BfNF-/cB|^, HiWbfll^ N-7-t^-Mt-a-V 
25 >^h-7'>yH- S^T*^— EBB**, -f >7 U >^ft@^- I , Jfo/h 

#;P-^>^##\ 5-kHD^>-l-^^I/t^>HX E 

GB-761, fcf^D^Jl/, ^Dt^>H, Y-12 8, 
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^>x7x^-ifpi§^ x^7i/>^^mia*^ ffiMu^sas^ 

10 >y>II S^fc^nm x> Fir U >£tft#Sf x> Fir U « 

7>^rfx7b, ftj^, ijjv^y^mM, st^wam&ism. tmnmm 
mm, *m&&m, o^-tfi^u^^t^xxk iai^m mm. 

^ (i 1) T*m-znz>!f)in¥ ?/ '>;i/^-^r^tf^7-;i/MS#t»$n 

20 yfii7J^+y*J^-JHf0yn F^y ^c£^TSSraT6£i:^ 

xmi%&%^%zttfT*%%7^/M(Dim£*m-fz>z-ttf~?%z>o 
25 Mt5-« (i) r%zn%¥)vn¥7 j y)i**^¥7^~)imm$tL 
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5 

ca^op^a**^ «7v-;us> ffi»7^3^^tt»7^;i^l, Sir 
;P3+^*;P#-;wft»7>';v3S, e»7;wn^>'*;p#z:;P3fc*fcHfiiR7 
;pn*2/fift7;U3*^*;u#=i;w» , ^»*) Trssnsg-e&tK w« 

y>M^T*D, fib, R l WfJfdil»7MJH©i^, P ] «7K 

*%^(c^^t, ii7;^jkSitt> y'aidjm, 
& ^>;ps$0Jp**» i ~ 6 0a«ttSfctttt^^ntto7;^;P3t*vj 

•5. mk.T)Vn*i/&t\t* *h**sM. xh^>S, 7°p^vS, -f77° 
^*fe«fe^n^©7;i/n^^»^^a. {Si^7JWi/^*i:^ 
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^^r^^^^s^oM^ic i ~ 6 otf[|R«ftfcttft^^n«07;^;p 

io »7;i/3^v«T«m$tife±iB«7v;^^^-5 0 fi»7;V34 i '>*;p# 

;M?x;i/*£v>v\ ii7;i/3+y*M^«7^JHtH 3- (xh 
15 7otf^n;^^<D±IH®M7;i/n^i/*;i/jHnji/ST«il 
$ tifc±l3f«7 v> K *~>#;i/tf x;i/« 

20 7;i/3^y*M-;yt+y^^Ht(i ±ta<g^7;i/n^->*;i/^-;^ 

©itTOSfc«^^n^©7;i/^;^ m» i ~ 3 oit«tt*fctttt## 
n«©7;u3^>xx«^*ifc i ~ 3 <m«£fcfcm##m^<z)7;i^;i^ 
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&l<s i ~ 3 <Dmmw£tc\mm^ft®(D7)\'*)vmmztt£ v < , 
jvmr& d , t < ttK*«c 2 ~ 5 ©*m*fe«^^n^<DT;i/n 

l -y( y 7°d t?;u- 3 - ( 6 - O-* h^ri/^j;!/^-;!/- /s -D -V)Vn tf 5 
/yWy) - 5-*?-)V\Z7*/—)V* 3- 

-j3-D-^^7 7yM^» -4- C(4--ryyo^^r'>7x^) 

-1— - ry7 , Dtf;w-5-^^tf7y i -;K 3- (6-0-^77* 

15 UT$*i/ti)V#~)V- &-&-#)Vzi\Z7;i/)V**-s) -4- C(4— <77° 

D7j?=irv7x-;v) ^ji/j - 1 --f77"Dt: 0 ;i/- 5 -^^tf^y-;K 3 

;nf^y-;K 4- c(4-x^;v7x-;w - 1 —r yytnf;i/-3 
20 - (6-0-* h=^>'^;i/#n;i'-/3-D-^Jl/ntf^7 5y;i/^v') -5- 
^3MHf?y-;k 3- (e-o-xh^^^-^-^-D-^i/ntfy 
-4- c(4-x^;U7x-;u) - 1 — ry^atr;i/- 
s-^wnf^A-yk 4- C(4-x^;P7xx;i/) ^^;w -3 - (6-0 

-^V7°P^yM^-^-D-^V3t°7yyJWy) -1— f V 

25 7°Pfcf;i/- 5 -^^;i/tf^y-;k 4- ((4-x?jV7i-jw ^^;W -3 
- (6-o--T7 7'h^i/*;i/^x;i/-/3-D-7>ntr^y^;^^'» - 

l— ry^Dtr;p-5-^^;nf7\/-;k 4- c(4-xh^>7xx;w / 
- 1-' ry7 p at!;i/-3- (6-0-* h^->*;i/^x;v-/3-D-^ 



Patent provided by Sughrue Mion, PLLC - http://www.sughrue.com 



WO 02/053573 PCT/JP01/11348 

12 

;i/fc;i/-j3-D-^';i/3tf^y - 4- ((4-ih^>7x-;W 

J*3\>10 -l-jVyu¥)V-5-*?)l>¥7V-)V, 4- C(4-Xh+>-7 

x-;i/) *?)i>) -3- (6-o— ry^D#*5/*;i/#n;u-^-D-^;p 
5 3fcT5y^;p**3/) - l— rv7 p Dtf;p-5-^5 1 ;i'tf^y-;k 4- c(4 

-Ih^y7x^JW ;WW -3- (6 -O— f V^h^yAM^- j3 

1 — r V 7°n if 3 - ( 6 - O-* h^>#;M^-;i/- /3-D- yOLo tf y 
yyM^y) -4- ((4-^h+y7xz;W >WW - 5 ^ *?)i>\£5V 

10 -;k 3- (6-o-xh^v*;i/fc;i/-jS-D-^;i/3tf5y>';i/^>') 

-l--fV7°Ptf;P4- ((4-/b^>7x-JW >ww 

^7-;k 3- (6-o-< v7o^^>-*;i/fc;v-i3-D-^>nt!^7 

fWkfr*^) -1-^77*01^^-4- [(4-^h+y7i^l/) U~)V) - 
5-*^)V\t?V-)V, 3- (6-0--T 77h^^*;i/fc;V-i8-D-^ 

15 ;mtf^/^^-^'7) - i --rv7otf;i^-4- ((4-^h+y7i-jw 

-5-^9-)V\d^V-)V. 1— T 77°Dt:;P-3- 

)3 -D-7>3t:^y -5-*^;w-4- [(4- 

/wt7i^W tf^V-;K 3- (6-o-x>^v-;*7;i/fc 

;P-/3 -D-y;i/nif^y - l —f V7°nkf;i/- 5 -^)V-A 

20 - C(4-^fJW7i-Jl/) tf5V-;k 3- (6-0— <77°D 

^^v*;i/^-;i/-j8-D-^>3k°^y - l --r 7 7^k o ;^- 

5-^;^-4- ((4-/wt7irjw tf^v-;k 3- (6 
-o--rv7>^^;^x;i/-3 -D-7>ntf^y^;i/^~» - 1 --r 
V7°ptf;i/-5-^^;i/-4- [(4-^wt7irjW tf^y- 

25 ;M£W£b<, 4- C(4— f77n^+y7x-JI/) -l~fV7° 

n tf;v- 3 - ( 6 - o-^ 0 -D -7>n tr? 7 

~» -5 -*3Mi/tf^7-;k 3- (6-o-ih+yM»-i3-D- 

if)Vn\f. y/isAjr^i/) -4- ((4--f77n^y7x^W - 
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l— fy:/atf;v-5-*3^l/t^/-;w 3- (6 -o--f yyu^v'ft 

j^-^-j3-D-Wnlf7y^^>') -4- [(4-<V^U^v'7 
i-JW -l--iV7°u\i)V-b-^)V\dyV-)V, 3- (6-0 

-^yy^^v^j^-^-is-D-^i/ritf^y^^v) -4- [(4- 

7/'>my) -4- ((4-<y^P^->7x-/w -1— <y 

*%Bj©MfB-« (i) Tssnsfc^ttwu «trffi-«a (in 
10 n^^;wa h ^7 v;^^vtf ^y-«s#:(D7j<msx«/R^^^(c, 

M;LJ£> *38§B©fl;£<»fck MIB-« (II) Tg$n§W^tf^7^ 
15 m&rzz.tifi°v%Zo 
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XS4 
T6 p°— x 2 (VII) R 2 ^ % 





°(IV) 



W HCHO 

163 



f^-xHVI) R 

'I \, » 




X%6 
(P 4 ) 2 0 (III) . 



0 (IV) 
p 3 -x' (VI) 



f ^ R' 

, ' p 3 -x<(VI) R 
(VIII) 0H 



X@9 
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«We&^ R°> R 2 > Q°*3J;OT 0 ttMat|sID»&t)-Q] 



15 i) mm-^ (id ^mzn%y)^¥7 / ~>)i**i/}d7"/-)imm 
fcvmmm^&nm-MLjS. hid x^tiummwm^m^x, mm. 
mvmmm*. ait o°c~m»^t\ a^3o^~iarasjs$-a-x^ 
ts#\ 2) wfB-« (ii) -v&zn&trjvzivjyz/jvtti/tuv- 
)vmm<*<D^mm^mm-wt$, (iv) t*snw^'>wshm* 

1B#P H 1~1 BF H 1S^$it«®-r§J:i:^<±;DHiifa-|g^; (lb) TS^ns 
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Iff 2 

(II) TS^n-f.Wntf^/^i/^v'if^y";^^ 
5 ^¥AT§^i:tj;DIilB-^ (V) T£$n£fc#»&fijiT*2:£#T? 
ff7kF077X «X^;K N, N-i?*3-)\s-fo)Vk>7 

io j£fc£fc«fce)Sfc5#> aS3 o^ra-i awn?**. 

MIB-K (V) ^$n5^©k HD+v'^f^S, flWBHtei (V 

15 X 3»J$», ^i"Jy>, 1, 2, 2, 6, B-'O^^HMU^X 
1, 4-z?TW/2n C2. 2. 2 3 ;f ^ >^<Z)^S©#ffiT«IIT3 
^^CctDMIB-K (Ic) ^^tisypH^y^SSji-rSii^T^ 
£ 0 R«fcfflV»6ns^ettjfflitbTH:, ^t^l/X 7-fehx 

20 7^X1, 1, 4-> ? ^^rit>, 7"fe h X ter 

IS4 

25 me-i^ (in ts^ns^vn ->;vt+>'b!7 , /-;ni^© 

t Fo^^^fM, XH»S^h Fn^y^^l/S^ (V 

1 1) T*sft*#WfciGm&m>T, wttiiwsw, tfuxx 
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X *3#US>X l, 2, 2, 6, B-'O^jWHMU^X 

1, A-yrV&sZU C2. 2. 2] *£*>$©:££0#£Tfc#SH"5 
£<hfcJ;0!ff8BHK!5$; (Id) T?«ns^D H7y^Xtt-e©iMH*:*»j6 

rb7tHn77X 1, 2-> 5 *h*>'X*X 1, 4 7-fe 
10 I@5 

wia-jRs: (id) Tjgsnsft^i*, i^y-Mt*©7 
DF77 n 0 ■ens 

aMB-isss (i e) TfasEsns^wca*®^*, (1) wib-k (i i 
20 mr\ m%3 HWR«$«Tff«'rs^ (2) taia-ns^ (iv) 

tt (3) arc-to* (vi) T?*sfts#«tf*atem*T\ Sft^ux 

25 7tFP77>, 1, 2-^h^X^X 1, 4-5?^U->, 

x ;i^5>x ^^U'7>> i, 2, 2, 6, 6-^>^^^;p 
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. fcMU5>X 1, 4-V7Wi/t7U (2. 2. 2) >m<DMM<Dftfe 

T(ca#- 4 o ■c~b*«u*t, a* 3 o 2 0 wRjes-arrffwr * £ 

ilcJ;9tMB-tta (If) Tl^ti^yn F77^»^«#§ISilt 
IS7 

t&SB-JKSC (I e) T^^n-5^t/©g*MTt, *M7^fk F£ 

ffl^x, swt, t k p^>^;us£^at3 ztiz&Qtim-m?; (v 
iii) TSsnsft^&fijfi-r-sjii^T?**. sjstffi^ensMi 

3 o^n-i BMT*S. 

15 X@8 

tm-HBA (VIII) -r^snsfb^Wt Fn*5oWU*ft, WIB- 
fl£xt (VI) T*an*#*fctt**fl!^T\ TOttMfXM«T, tf 

;loPv>> n»J>>>, ^^UyX 1, 2, 2, 6, 6-^>^^^-;i/t°^ 
20 'JyX 1, 4-^TlfH>'^P [2. 2. 2] :t**>^©:ftS0#«ETfc 
&«T5££fc:<fc!>flrtB-*a!a; (Ig) T^n^^n^yOT^oil 

mt^uy, 7-febxbu;k »*x^;k v>W7°Ptf;i/x-x;k £p 

fh7kH077>> 1, 1, 4-^* 

Ctms. OTMIt-4 0t~Iffl^^0 1 RJfcWHWttftffl'r 

§m»»^m> sjsia&fc £t «k o s&s?^ as 3 o 2 0 kt& 

5. 
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X*§9 

tffBB-jftjfc (i g) Tmnzik&m*. ^hm^ 

IB-«5£ (I h) TS^n^yn Fr^^Iiin^^tS, EJS£E 
5 V^n§WttiIilTH «*.fc& x^/-;k rh5tF 



(IX) 



XSA IgB 

R 3 COCH 2 COOR 4 r2-^^-^Q NH2 nh 2 



(X) 



IgC 

1) T-k\>7a^- a- 

) 

2) (&gfcfcST) 
R 5 -^ (XII 0 



(XI) 




X@D 



(XIV) 




E%t>fr-I51fi2, 3, 4, 6-Th7-0-7t^-j3-D-^l/at 0 7 

0> R°, R 2 , Q°^J;OT 0 ™fB<b[WIi;^i*&t)-3) 
XfiA 

20 wtB-« (ix) ti§ns^> *j)VK&m * mm-^ <x) T^^n 
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^%VV&fcS<DW£<DmETKm$Z#&Zt\Z&QWR-~V&: (XI) T 
te, mX\Z, 1, fh7hF077>, JV, N—z?)t 

£fc<k 513? 1 B#W~ 1 0MT*5. 
I*§B 

MIB-JKS (XI) T«$n§^t/^t:h^v>X« J e(D-'7jc»<hTO 
tt»«E*T?||^S-a-SCi:K:J:Oi»E-IKC (XI I) T&isnz¥yVa> 

t& h;krx fh7hFn77X ^op*M, *n £©#&»&&££ 

Ultras. Ri&m&\tm%&&~&.mmm-c&r)* fcmmmzm® 
So #6tifcSffaa-«:sc (xi n T^nstr^u^n^sssa;: 

XSC 

(i) wib-^ (xi i) -vm^n^^y^aymmmz^xR^mmr 
;v*mt*5»^, ffi^-r^MfB-^ (xi i) T?i$ti5i^7ya>ii 

20 if©ta£©#«£TlcSIWb$ii:, &gfc£CTfflE--jRiC (XIII) 

\zN-T)i>*)V4b2ftzctfc&v#%~?z>m&-iB&: (xiv) -cssns 

tt, 7-feh-h'j;k AT, JV-^^fMM75 h\ f h7th'n 
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am i mm- 1 BF.n:&3„ 
(2) aaia-jKa; (xi o r^n%¥7^n>mmmz#>^TR z -?)V\u{& 

WL7)v*)v&T*it>zmtt* mtz>mz-w& (xi n -easnst^/D 
moftfcT\zN-?)v*)Vfc^&^b\z&K>m^t%mu-w& (x i v) 

10 Tfct 0a*fc£ 7irhnhU;k f h 7 1 H n 7 7 >&i'^lf 5 ^ t^T#> 
»K W58K»T?»*WE-«a (XII) T?*^nsft#«»C«. ETFfcj* 
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5 Mfs-^ (xiv) T?$tt£n%4t&m*7)\'%vwmmzikz>z.t\z& 

0, ftlia-«!5£ (I I) ^sn§^3lf7/>'M^ya i /-JHi# 
£MiiT3;i<i:^l;#3„ KJSfCJE^e>ti3M£ UTft M*J2\ *$J- 

WfBM3i^t*^Ttil^®tbTffl^e>n§fflB-^ (II) 

15 v>MB-f 5 0 




(5£<£<z)R 2 , r 5 > q°, T°^j;^x 3 «Huiaiisii;s-*&fco) 

20 Wia-jRS (I I a) T*£n5fc£to£t&»Hft5S (XIII) -cgsn 
SN-T^^WfcSflfcJB^T, KK*U^A, Kgir^tfAfc 

^WbS-B-SJlfcfcJzD, tWB-»a (I lb) V&-£tl&fc&lli*W&T& 
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5 t»c«jfi^ic*viT#6n<&*58wowc-tts (i) T^n&^ti 

;Hfe, m, i/jlVWLs TW>^ 9Uk U>rH& ffik. tf)V 

15 «£©®flljnik ^HJ^Ai^ #U#A&, ^;i/^^A^ V^^^A* 
*588©«HB-«5£ (I) 7?«*na7*DH7y^fcH:, rt^x*/-^ 
*5BW©t»IB— «5« (I) TSSnSte^©^, ^Vnk^yyJW 

25 ctisn, ffnfcthsGLT2flittia#^*58irr*i:t*«f**. - 

WAY- 1 2 3 7 8 3 ttt h S GLT 2igttfi*ftUB**S»T3l<, fc h 
S GLT 2j£ttititbTiM*lW#§fe0m^. * 
«5* (I) T^ns/nh^y^l «PRWfe&TO#£nT 
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»s*h4^#ne wmmm, m, ie«> 

£tc, *mm<Dik&mZ. S G L T 2 «ttBMF*&*04>fc < £ t> 1 fflOU 
10 «i^5IitLTH -i >7s 'J >j£gttig3fi3&, tf!KttBS& 

i immm. ^y^jwf^-v i vpi*m, ^of^>?Dy> 

(D-c h i r o i no s i t o 1), n*f>&jmm*1-—V- 3 R«g& 

^F-17^XK 75 UX 73U>£»#, 75 U >7:*-* K 
20 7;U F— **7cB«ESIk ***t!Mb£4& (advanced glycat 
ion endproducts) £j&lfi#li£> 7°Df< >*i—-¥cmMM, 

F-7->y F-^y^-if (N- acetylated-a-l in 
25 ked-ac id-dipept idase) lfi#2& -f >X U ^fifcgH^? 
-I, jfr/.NgS#J«*H : ? (PDGF), jfo/hSfcJfefifcftH^ (PDGF) » 
# PDGF-AA, PDGF-BB, PDGF-AB), ±&*S*H 

^ (EGF), ft&fifcftH^ *^=^>ff##» 9U^>, 
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l-*?)Vh?>h'(>* EGB-76L ttPWl (b imoc 1 om 
o 1), Xar^v-H (sulodexide), Y-l 2 8> hFn^^^ 

t o -;KRJREtFlt, U /t—tffi**, 5 7 a V- A h U 7* U ir U H h 7 >X 

T>y>II x> H-fe U >^«HMISl, x> H-fe U 

III, a 2 ~7F Uj~ U >SW7 rfxx h , tiVk'Mm, EL 

fi4«fcfcJ:5HI&S#» ■R«jWflo««ltUTora-*Xttft3fe*tfi:4ilSllfc 
20 *»SIHrfctfTfc*IS*i:tt, ±e©«<*-lttlli:UT©ja:#»tt^S!MB 

s c t\z& o , ±ia^s©^i»x^^±^ia?M^±© : tf | J^^&#^ £ 
m^*T^ffl^n^»j©^#:WfcC{b^%^fiT^#ffji^«fc^vi 
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>Z <J >Jig&if 3£li£ <h t,T «, h n if U ? 7 X fflR tf :* ^ U 9 V X 
TK^ny^'J^'/X ^;l/^U^y>^hU^A> GI-262570, 

5 -nf^U^y> (isagl i tazone), LG-1 0 0 64 L NC-2 
100, T-174, DRF-2189, CLX-0 9 2 1, CS-011, 
GW- 1 9 2 9, y^'j^yx X>4f U HJ NIP-221 

*O^^^V-A»«aiffittftS«#T Tzf^X K GW- 9 5 7 8, B 
M- 1 7 0 7 4 4«0^;^*^V-Ai««afiSttflsS«#oT=fr:X K G 

10 W-4 0 9 5 44, KRP- 2 9 7, NN-6 2 2, CLX-0 9 4 0, LR 
-90, SB-219994, DRF-4158, DRF-MDX8f O^Jl/ 
**zsV-&m?mmmkg®foa/r73-Zh. ALRT- 2 6 8, AG 
N-42 0 4, MX-6 0 5 4, AGN-1 942 0 4, LG- 1 0 0 7 5 4, 
KWUT-y (bexarotene) ^0V3V-f FX»7^~X K 

15 KXfUtfV*Dr>* ONO- 5816, MBX-102, CRE-1625, 
FK-614, CLX- 0 9 0 1, CRE- 1 6 3 3, NN-2 3 44, BM 
- 1 3 1 2 5, BM- 501050, HQL-975, CLX-0900, M 
BX-6 6 8, MBX- 6 7 5, S- 1 5 2 6 1, GW- 5 44, AZ-24 
2, LY- 5 1 0 9 2 9, AR-H0 4 9 0 2 0, GW-50 1516W 

Kite, ^n^fn-Mi, jBSHJ^U-feU FJftuS, JMftifM^, 7f 

25 itLMIfi^ST^it^iit^e., USA. >X U Xte, tlftttft#0 

tMItlitTH 7#;i/^-X, ^'Jtf-X, CK 
D-7 1L X5^'Jf-h> MDL-2 5, 6 3 7, #5#U#-X, MD 
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L-7 3, 9 4 5m<Da-ff)V3>'?-'\immn. A Z M — 1 2 7 %£<D a — 7 

io m*umx*<DM^mmwfemm&zi<mwm\z#tt%'( >x u ywmxk 
mftmmo&mizmzftitv^ 

15 ^U^^h\ 1 -7?-)\'-3-*?-V)l*yUT, #;i/7^5h\ 

Mi^>#^h\ ^U^tfUK, ^-x^Unh\ s^U-K^i/v- 

^;i/^7rf>^#:7>^rfn^ htbT«> BAY -27-9955, NN 

c - 9 2 - 1 6 8 7mimyfB>tu < >xu >ss#*t- vmwkh\sx\%. 
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TER-1741L L-7 8 3 2 8 1, KRX- 6 1 3#}&S#tfSn, bV 

^^^;i/^7W— tf 1 1 mmmt u-m, ucL-1397 mmwzn. 

¥<*7 1 ??)W7?y-'VlVWIfMtlsT\t* NVP-DPP 7 2 8A, T 
SL- 2 2 5, P- 3 2/9 8<6&*¥tf&*U ^nH>fD y>^X7 
5 -if-lBB&gF&tl/Ttt, PTP-112, OC-86839, PNU-1 
7 74 9 6fW5tl, ifij3y>*X*iJ5-l!!lflfiil/TI4, NN- 
4 2 0 1, CP- 3 6 8 2 9 6#*Wf £>frU 7^b-X-HX^7 7^ 
-if|fi#lil£bTkt, R - 1 3 2 9 1 7*W6n, t!;Hf>ttxb Ha<^ 
t-^Ba«*t^Ttt, AZD-7 5 4 5»f^ UFflt$r&lfl£2i££b 
10 Tte, FR-225659 «#*«f Sn, !f)VUzl>m<^ H - 1 t 
ITS, X=Mz>>*>-4 (exendin-4), CJC-113 1^lf 
^*^>#^y^H- lT^f-X htbT«, AZM-13 4, ly 
- 3 1 5 9 0 2 5»tf £>n, 75 'JX 75 U >»#££&75 U >7rf~ 

xh^bxtt, BW^Au^^^^wsns. ^nsonsk 

20 yh, X/VH/X^yK ADN-13 8, BAL-ARI 8> ZD-5 5 2 

2, ADN-31L GP-144 7, IDD- 5 9 8, 

v;H£x-;k W^^yb (ponalrestat), UitUX^^h 
(r i sares tat), ffl- U7, &yb (zenarestat), 5 

V7s9v b (minalrestat), * b y;Hf— AL- 1 5 6 7, 
25 <f h (imirestat), M— 16209, TAT, AD - 5 4 

67, s M)]sV7s9vb, AS- 3 2 0 1, NZ-314, SG-210, J 

TT-8 1 1, V>b)]sUZ?y b (1 indolrestat) tfmfbft 
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»5S«ftji«4l«lia*iltLTtt, tf'J HW5>, OPB-9195, A 
5 LT-946, ALT-71L :£»tfV^>£#«|Stf5tt5. ££8Ffc£ 

^Of-f>+t- £Cfi£££bTfik LY- 3 3 3 5 3 1 , 5 KX*#U 

r - T 5 / >^ rf - ^ h t LTtt, h tf 7 h «3^W 6 n, 

15 ;i/AW>^£tf£>n, fi^H^NF-fcBlfiSaifcl/rBU j^XUl^ 
A (dexl ipotam) 4P*t^W5n, ««fb#mPl*^i bT», 

-V^~fT?-> £IB«F3l£bTii, G P I — 5 6 9 3W^Stl, 

20 V^)V~^y. ST-2 6 1^ff6ft5. ^n^.©M, -f>XU>H 

GB-761, tf^^P^Jl/, XD7^WY-12 8tt, 

25 fc Hn+5/^^;^;^u;i/3x>'!f-<AAa7c»*ia**^bTtt, -feu 

;tX^?>^hU^A, r7°^AX^>^hU^A, D/U^f> (lova 
statin), >->A*X^^X 7;WtX^^>^ h U ^A, 7hM7^f 
>*;W2/^A*»«I, SC-45355, SQ- 3 3 6 0 0, CP-8310 



Patent provided by Sughruc Mion, PLLC - http://www.sughrue.com 



WO 02/053573 PCT/JP01/11348 

30 

1, BB-4 7 6, L-669262, S-2 4 6 8, DMP-565, U- 
2 0 6 8 5, BAY-x- 2 6 7 8, BAY-10-2987, t^nx^ 
>#;U>"7A, D^/U^?>M^^A, 3WhD> (colestol 
one), yjvnzp^y (dalvastatin), T^x^-K 
5 ?UJW\*7^^> (crilvastatin), BMS-1 8 04 3 

1, BMY-2 1950, ifV>K7>9?>s %)M7>9?->s BMY-2 2 
0 8 9, ^;Wt7,^^> (bervastatin) ^j&Mjlif 6*13. t HP 

+->^^;i/^;u^ u;1/px>im aam«*pi^«, #fctt«i&»jiiiiE, 
a a Mimm & la* t z> z t \z «k d Jk * p v 7 t- □ - )v & jst $ * s n t ^ e> , 

ffisbK 

7^7'^"h«^tl^LT«, ^1f7^77-K ^n^7-h, t?X 
15 7^f^7-K 7U/7^7^-K ^D7^77-h, 

^D7^7*7-h7;V5^7A, ^D7^7* l J>t, Xh7^7^-K 7x 
/7>f7*7-K yA7^7nyjk -37^75-K fc?U7^7^-K 
D"7^77-h, ->A7^^9-K T*7^77- K AHL-157f 

aj^wsns. yj^^-hzkfc&mu. tiitti-f^u^fe sin 

Vic 

25 |3 3 -7Fl/±U>SW^7P^7hi:bT«, BRL-2 8 4 1 0, SR- 
5 8 6 1 1A, ICI- 1 9 8 1 5 7, ZD-2 0 7 9, BMS- 1 9 444 
9, BRL-3 7 3 44, CP-3 3 1 6 7 9, CP- 1 1 42 7 1, L-7 
5 0 3 5 5, BMS- 1 8 7 4 1 3, SR-59062A, BMS-2102 
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85, LY-377604, SWR-0342SA, AZ-4 0 1 4 0, SB 
-226552, D-7114, BRL-35135> FR- 1 4 9 1 7 5, 
BRL-26830A, CL-316243, AJ-9677, GW- 4 2 7 
3 5 3, N-5 9 8 4, GW- 2 6 9 6*rt«W&tt£. 3 3 -7F Uj~V>% 

fp-Mfe itihu^u-feu fju& mmmm<Dmw\zm£L<, sit 
mmz.m% 0 3 -y h i^u >§##:^Mbw«^©/cji{cj; ox* 

10 7'>J^I>f^AA : Hl/XxO-jl/T^l/^WmPl^iibT^, 
NTE-122, MCC-147, PD-132301-2, DUP-129, 
U- 73482, U-76807, RP-70676, P-06139, CP 
-113818, RP-73163, FR-129169, FY-038, E 
AB-309, KY-455, LS-3115, FR-145237, T-2 

15 591, J- 1 04 1 2 7, R-755, FCE-28654, YIC-C8 
-4 3 4, 7A'y5^ (avasimibe), CI-976, RP-6447 
7, F - 1 3 9 4, IJ^/Sy (eldacimibe), CS-505, C 
L-283546, YM- 1 7 E, V*s^ fcfx (lecimibide), 44 
7C88, YM-7 5 0, E- 5 3 2 4, KW- 3 0 3 3, HL-0 0 4, X 

20 7^y5^ (ef lucimibe) &ifi&\ff£tlZ>. 7'>J^x>if-fAA : 

25 ©#LBK:H(c0?£bu„ 

^D^^HJ^A, KB- 2 6 1 l^#tf 5.^, 3 l/X^n-;i/®JKH. 
tTtt, Xif^S 7", SCH-48461 ^WSft, U/t— tfM 
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MtVT\t, *)WZ?yhs ATL-9 6 2, AZM-1 3 1, RED- 1 
0 3 0 0 4#llf^, %)V-?>/VV§ h-fJ^7>^7x7-^ti 

SDZ-2 6 8- 1 9 8, BMS-1 8 8 4 9 4, A-8 7 0 4 9, RPR- 
5 101821, ZD- 9 7 2 0, RPR- 1 0 7 3 9 3, ER- 2 7 8 5 6^ 

»*^ibT«, 3l/7f7$X Pl/y^5>, mm^u±^yM^ GT 
- 1 0 2- 2 7 9#3^W6n, ±hU^A*«E«-»h7>X#-^-ia# 
10 Mt LT\t. 2 6 4W94, S-8 9 2 1, SD- 5 6 1 3***#W6*a, 3 
l/T.xD-^l/XXx^ji^WN^Pl^tbT^ PNU- 1 0 7 3 6 8E, 
SC- 7 9 5, JTT- 7 0 5, C P - 5 2 9 4 1 4*ftWlf £>*l5. Jin6 
©^J> yu^3-;i/, 5 7 □ V— A MJ # U*feU H h7>X77-^nf-f 

t/y^^witi, toh->siwiti, 

•fed h^>ttffljW«ai, -feDh->7rf^Xb (Hl:5HT 2C -7^7M. 

CMC3-R7^XK MC4-R7rfXX b)> a ^X 
25 €X n*-r>-7>F7>7x^$>-^rLl/-xFh7>X7U7 <, h, 

x^^W^y^F, ^>^v>, ni/^xh^x>7=fx^h (#tc 
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T«, -Y/HJT^X (+) ;jl/7x>7Jl/7$ >3^#&f e. n, J)W^V 
*U >?l!BRfi*lli:LTtt, 77nk°tX GW- 3 2 0 6 5 9##W £ 

n, /^Hv^u^KtmwaaitLTtt, du^a, YM-992W 

15 tf6»n, /3 2 - 7 H I/± U >§M73'^X h tbT^ 7>7i^5X 

Xhn7>7i^SX 7i>f^X ^>X7x^5> ( ^^7>7i^ 
5>, 7i>y^h7-7X 7x>^h7^X yX^7o tfrfrx 7xn 
^D/V-^SX £P^>\/W£7.#^f £>n, 

^htum er-2 3 0, \zzrv* ; s>s ts/warfuwvttyim 

20 tf€>n, ft^xfcV'f H*«#7>^3f=:Xhfcl/T«, U^/^ ****** 

WT6n» H 3 -k^5>7>^^htbTttGT-2 3 9 4Wtf5n, 
l/7f>, ^^^ii^Sfettk^f >^*7^-X h tim LY- 

3 5 5 1 o imtfimf en, ni->xh*->7rf~xh (#hcck-a7 

25 P*-Xb) fcLTtt, SR- 14613 1, SSR- 125180, BP- 3. 
200, A-71623, FPL-15849, GI-248573, GW- 
7178, GI-18177L GW- 7854, A- 7137 8*)&«#tf & 
n, ra-D^f h'Y7>^to htbTtt, SR- 1 2 0 8 1 9-A, 
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PD - 1 6 0 1 7 0, NGD- 95-1, BIBP-3226, 1229-U 
-91, CGP- 7 1 6 8 3, BIBO-3 3 0 4, CP- 6 7 1 9 0 6 -0 

i, j - 1 1 5 8 1 4m&mft>nz>o &'$fflfflmt> mz\m^, 

io 7>^^>^>^mmmmmmtLTit, #7h7°u;k ^v-om^i- 

-fs^7"u;k M^:Hf7 0 u;k ^d^u^-^mj, ->^if7y;k 7 
*-W7°y;k+HJ7A, ^u>F7°y;px^75x ^;k^7'u;kfr;k7 

7A, ^m^7°U;K «7h:^7U;k }II?:r*:#7 0 U;k b^>H^7 
15 U;k V7x7 7U;l/*;kv'7A, ^®^X^>7°'J;I/ (mo e x i p r i 1), 

•i/>^T7°u;k ^mfsn&o ryv^yisymmmmmmt, mz 

4>ttX>H^7°^7-^PlWSibT^ :*N7\°hU7-K MDL-10 
0 2 4 0, 7T'>HhU^ (f a s i do t r i 1), 1i-AA° h >J ^- h, GW 
20 -660511 X, 2,*D->~?V)V (mixanpril), S A- 7060, 
E-4030, SLV-306, x# F h U;l/^/0^f <=>tl3o <fttx>F^ 

^>x+i;v^>^k^-fe^;k/t hp7pp^7-7H, nti;k*>#y 7a, 
25 ^v-;njx7oit;k^>, x;k^-y-;k^>, -owwi^x 

EXP-3174, L- 1 5 8 8 0 9, EXP-3312, 3r)V*-V)V$> >, 
?W)l?>, KT-3-671, GA-0113, RU-6 4 2 7 6, EM 
D-90423, BR-970 lWlfen§. 7>^x>~» I Ig^ 
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x>\*tv>$mm3sm&M£LT\t. cgs-3 1447, cgs-3 5 

0 6 6, SM-197 12*W6n, X> F-fel) >S#fr7>^=fn^ F 
ttTH L-7 4 9 8 0 5, TBC-3214, BMS-182874, B 
5 Q-610, TA-0201,.SB-215355, PD-180988, v 
*#-fe>^>?-FU#A (si t ax s en t an), BMS-1 9 3 8 8 4, 
#)V±>#> (darus en t an), TBC-37 1 1, ^-fe>^>, r!/ 
-k>^>^-hU r >A (tezosentan), J-1 04 1 3 2, YM- 5 9 
8, S-0139, SB-2 3 4 5 5 1, RPR-1 1 8 0 3 1A, AT Z — 
10 1 9 9 3, RO-6 1 - 1 7 9 0, ABT- 5 4 6, X>^-fe>^>, BMS 

-2079 4o(£ifimi*>nz>o ineo^in #fc»j&sygft£#*E» 

ftfmHtUTfi, ^DJ^'JFX ;*F9V>, i/^D^>^7^h\ FU 

15 hFD^DD^F, ^>7JkfvF, j*?^P^75?F, -Y>^A°$ F, 
FUA5F, ^7Jl/yF, 7 Viz: 5 F, x*£L)>&, F^ir^F, tfl^x 
F, 7Pt5F, 7^^F, #>U/Bb&U?A, Xt?D/7 

^7F>, FU7Axl/>, 75/7^f >J >, fflgti/2U#->* LLU-a, 
PNU-8087 3A, -TVVJUfF, D-7XF-JK D-v;Hfh-;k 

20 7Jl^F-X, if'Jt'JX 7"feF795 F, *$Vy$ F, FR-17 95 
44, OPC-31260, U4^>A:/^> (1 i x i v a p t a n), ig&n 

25 t^MfcffSLVio 

yh°X m^A;i/X^t°>, i£l£^Xvtf>, I|7Zylf> > v;iXvt°>, 
XV;V^t!X xhl/>^t!>, X7xi^H>, x;W\*>>t£>, 7i05?t!X 
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x;k^7tf>> 7if;kXi?t?X ^>vtfX iS/^ri?lfX k^k^bf 
>> IS&vW^-tfA* YK>l^>f7ifA, &$^A°^-Jk S- 
^A*5-;k M77X^k ffl^7°U>Mk M^D/Uil/Wtf^ 

tgsrr^^p-jk mkT7 s /i/>, vaKf?v*s>* mkzf?Vz/>, 

nn-jk #;k^7P-;k X7°7^p-;k «U7°DD-jk *«p 
io -;k l^^+vo-jk tf>FP-;k fi^-^hD-;k &$^/\*> 
hn-;k ?w>lftn-jK iSi?*;i/T-^p-;k 7 v-;i^tfV7 0 pp 
-;k TD>Bfe#fcr>Fn-;k ryr^n-jk lt^>7hn-jk j&$ 
7-fe7*hP-;k IffUVD-Jk ^FP-;k 7^tfv;k -f>F?5> 

15 t'J>g»^hitm Ig^D-yX ;*5P;VbV\\ CHF-1 
0 3 5, @^7*7t^>X\ tt^7>7 7yX ^7 7X>>> (moxon 
idine), D7i^^> (lof exidine), fflUfVUrV-fr 

20 -f p-y-^>hftx^;k ^*;i/jj?^k7-b, anKs^^-tf^ h?tf>?;k 
m»&jm&&£isXtes 7P7°u/-;k ^v7°u/~;i^^W6tu 

25 7;k*U^<bbT^ HJ£A, 7X>m^U7A, ^I^t 
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K -f >7s'J >ffflt*1—'VMW&* h U *VJ- : 9)W7 ! f'9— t? I I IM 

r*-ifBMF*, 7^7 F-7-i£7*7777— fefis«lg> tf;nf>Kxt 
Fpy>— ensii, raii^ffl.^ D-^-r p-ry vh-;K 7*upy> 
t?-3ffi#F^ t^p^hkt^ F-i, 7Mi/#n*>tit^7 

^H-10», tfJlfi^ym^-f^P- 17p*-7F> 75UX 75 U> 
< 1 @©m^Ji:ia'&t)i±^>(D«^U< , -f 77 U >^S:tt±i5^ $<& 

wish, tf^7^bm -f>xu>^ffiji^ ^>^u>m 
p*>g;##:7>7P*^7K >7 u >Bt#&*i—immm. fu^75p>* 

15 >fD-»*X77^- fcf- 1 BPl^m, 7*Un^>tf7*U^-iziaSlj^ 

7->h-;k ^iJ3y>^«+t-f-3I§i, 7>#rf>1$^7°5PF 
- 1 , ^>tl^7^ F - 1 3>m^y°^ F - 1 7n-7> 

20 K 75 U>, 75U>m»*5J;tK75U>7^-7F^6^§l¥J:0SK 

$ n&4>& < £ i moMM tn-Sib^z ©^Hfc^ l < , -r >7 u 
7 u >»ato*sfc*aM: e> UR^ns'M < £ *> 1 8®£&!i tfi^b-e*©^ 

25 tf^7^-TFm <>7'J«ISil, -f>7U> 

h U ^7^v;l/^7^7'-if I I ^7^7;i^7°^7-- if I 

7P7M75PP>'>*77y7-1£- 1 Blfi, ^iJ^>^*iJ7 
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5 -lTrfn^K 75 UX 7S'J>«*#, 75U>7rfx7K 7^F- 

fe^a^N f-/cb Mmfcttt*Ea*& n- rt^Mt- a - y 

j&jl/n^ <7U~XX 5-tFD^>-l-^^t^>h^X E 
GB-7 6 1, fcf^D^k Xnj^H, Y-128, 7XXtxX» 
^»mia«> 4-ttx>F^7W-1rl&^£, 7XX*-xX»I 15* 

15 3o£ zsmmMfr s it z>n & o MR 2 nz'ptt < t & i m omm t u&t>n % <d 

*'I4X> F^7W-ifK#3l&£tf7XXtxX>> I I S*fcftttSfc&>& 

20 ^7^r kh, -f >7 u xw^itii, -f >x y >».k 7*;i/# 3>&.m&T 
77 7^-if-iBia«> ^uay>*^*U7—^ia#*, 7*;i/n-7- 

nxm^y^ f- lmm&s tf)i*3>m^73- f- i 73^7 k 75 u x 

75y>JMWfr» 75'J>7^7 F, /3 3-7Fl^^U>^# : 7=fr:xh^ 
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swu, w&m. mmu mm. wj> ^Maw, imsik 

10 Sfl^J, ¥L«I, #m 3£5£«K ^MI*^l^i*©E^^M#J<J:iiM 
fifeAl BSfcD$£&0. 0 1~3 0 0mgOifflt, 
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1, 2-yhFD-4- t(4--f V^D^^x^;!/) *?)V\ -S-*? 
)V-3 H-¥y"J-)V- 3 

4-4V7utf*5/1>i?)V7)V3—)V (0. 34g) ©f h7tFD77 
y (6mL) mWzhVX^)l7S.> (0. 2 8mL) &£Z$t? >7J!/*X 
5 HOUH (0. 16mL) ^S(CT3 0»U 

bfc„ #e»nfc^^>7 > ;i/^>^4—f vyD^^>yjvofh7k hp 
7 7>®m*7kmfcj-bv<yi± (60%, simg) ^o^mi^twi/ 

(0. 2 0ml) (Dl, 2 -v* h^f:>X^> (lOmL) ilflljD^., 8 
^v-^AT^itLfco M^Mffili^U g§a££h;i/X> (5mL) fcjgfl? 

u i*tH7^> (o. i9mL) 8 o'cizx-mm.Wbrc mm 

£MJEEM£U ^y'JWA7A^P7h^77^ (®M®m : 
7^l/>/^/-;!/= 1 0/1) ^TMiTrs^^D 1, 
15 -4- ((4-^y7°a^y7i^) - 5 -pWI^- 3ff-tf^V 

— JP- 3 -rf > (9 5mg) 
'h-NMR (DMSO-d 6 ) 6 ppm: 

1.22 (6H, d, J=6.0Hz), 1.99 (3H, s), 3.45 (2H, s), 4.40-4.60 (1H, m), 
6.65-6.80 (2H, m), 6.95-7.10 (2H, m) 

20 

##0iJ2 

1, 2-yhFn-5->^-4- ((4-7°o^7i^W j*3\>W -3 
H-tf7 4 /-;i/-3-^"> 

4 — f V7*n#+ v^>v;k7;i/P-;KDf^fc 0 tc 4 - 7°d t:;i/^>^;i/r 

'H-NMR (DMSO-d 6 ) 6 ppm: 

0.75-0.95 (3H, m), 1.45-1.65 (2H, m), 1.99 (3H, s), 2.40-2.55 (2H, m), 3.32 
(2H, s), 6.95-7.10 (4H, m) 
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i, 2-^fcFa-4- [(4— f y^fjV7x-;i/) -5-^^- 
3H-bf^y-;p-3-^-> 
5 4 - -f y 7° p * > 7 ;p n - ;kd fot> D c 4 - -r v 7^;i^ > 

'h-NMR (DMSO— d 6 ) 6 ppm: 

0. 83 (6H, d, J=6.6Hz), 1.70-1.85 (1H, m), 1.99 (3H, s), 2. 30-2.45 (2H, n), 
3.50 (2H, s), 6.90-7.10 (4H, m) 

10 

1, 2 -5?bHD- 5-^^-4- ((4-^D^y7x-jW *3MW - 

4-<y7u^^v^>v;vT;i/3";w^0{c4-7°D^^>v^ 

15 7;W3-;P*fflViT» Mil ^R«0^j*T?«E^«*^Ufc. 
'H-NMR (DMSO-d 6 ) <5 ppm: 

0. 95 (3H, t, 1=7. 4Hz), 1. 60-1.75 (2H, m), 1.98 (3H, s), 3.46 (2H, s), 
3. 75-3.90 (2H, m), 6. 70-6.85 (2H, m), 6.95-7.10 (2H, m) 

20 ##M 5 

4- ((4-Xh^>7xr;i/) -1, 2-ykFn-5-W-3 

H _ y* y 3 

25 'H-NMR (DMSO-d 6 ) 6 ppm: 

1. 20-1.35 (3H, m), 1.98 (3H, s), 3.46 (2H, s), 3.85-4.05 (2H, m), 6.70-6.85 
(2H, m), 6.95-7.10 (2H, m) 



Patent provided by Sughrue Mion, PLLC - http://www.sughrue.corn 



WO 02/053573 



PCT/JP01/11348 



42 

1, 2-ytFD-5-^?JV-4- C(4- h'J7Mn^^7i-JW ;* 
-3H-\dyV-)V-3--^> 
4 — T V 7W*^>^7jlO-;i/<Dftfc>D{£4 - h U 7)V*U*^)l 

'H-NMR (DMSO-d 6 ) 6 ppm: 

2.02 (3H, s), 3.64 (2H, s), 7.30-7.45 (2H, m), 7.55-7.70 (2H, m) 
###17 

10 4- j>WW -1, 2-ykFD-5-^ 

3 h- tf 3 

'H-NMR (DMSO-d 6 ) 5 ppm: 
15 1.24 (9H, s), 2.01 (3H, s), 3.49 (2H, s), 7.00-7.15 (2H, m), 7.15-7.30 (2H, 
m) 

4- ((4-7h^v'7ir;W -1, 2-^kFP-5-^l/-3 

20 H-e^y-;i/- 3-^-> 

'H-NMR (DMSO-d 6 ) <5 ppm: 

0. 91 (3H, t, J=7.4Hz), 1. 30-1.50 (2H, m), 1.55-1.75 (2H, m), 1.98 (3H, s), 
25 3.46 (2H, s), 3.80-3.95 (2H, m), 6.70-6.85 (2H, m), 6.95-7.10 (2H, m) 

##0!I9 

1, 2 -5^t:FD- 5-^^-4- ((4-^fm7i-JW *3S>M - 
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3H-tf^/-;i/-3-:t> 

'H-NMR (DMSO-d 6 ) 6 ppm: 
5 1.99 (3H, s), 2.42 (3H, s), 3.50 (2H, s), 7.05-7.20 (4H, in) 

1 0 

5-X9SH/-1, 2-^hh'U-4- ((4-^fm7i^W - 
3H-tf7 % /-;P-3-^> 

io 4--ry^ , o^^>'^>v;P7;un-;K^f^t)D}i4- (pWl^rt) ^> 
^T;pn-jK 7-fe MWbWPoftfcD 3 - ^ hwW^^&ffl^T, 

'h-NMR (DMSO-d 6 ) <5 ppm: 

1.02 (3H, t, J=7.6Hz), 2.39 (2H, q, J=7.6Hz), 2.42 (3H,. s), 3.51 (2H, s), 
15 7.05-7.20 (4H, m) 

##09 1 1 

l, 2 -ykFn-4- C(4— ryy°ntf;i/7x-;i/) -s-t^JV 
-ZH-\LyV-)V- 3 
20 TK^b^-hU^A (6 0%, 40mg) 01, 2-y^^>I^> (lm 
L)lSlC7t»fJM0. llmL), 4 — f V7'D \Z)\,KyV)V9 
D'JF (0. 1 7 g) RCtfttfiEftca^^-hU^ASiP^., 8 0'CtT— Ift 

x;WCT$tBLfc, WtiJi^fn^TKfcTlSfe^L, ATT 
25 «bfc 0 «£MM£U aSEShJUX> (lmL) fc*#U MkF 
(0. 0 9 4mL) 8 0r(CT-»^bfCo M^£§£ 

^^;-jNlO/l) fcT«MK?*££fcK:J:£> l. 2-^tFn-4- C(4 
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-^V7°Ph°;i/7xn;|/) - 5 -*5\>l/- 3 H-¥?V-)\s- 3 -tf 

> (0. 1 2g) 

'H-NMR (DMSO-d 6 ) (3 ppm: 

1.16 (6H, d, J=6.9Hz), 2.01 (3H, s), 2. 70-2. 90 (1H, i), 3.49 (2H, s), 
5 6.95-7.20 (4H, m) 

1 2 

4- ((4-IfJl/7x-JW -1, 2-^kHD-5-^^-3H 

-e^y-;i/-3-^-> 

'h-NMR (DMSO-d 6 ) 5 ppm: 

1.13 (3H, t, J=7.6Hz), 2.00 (3H, s), 2.45-2.60 (2H, m), 3.49 (2H, s), 
7.00-7.15 (4H, .m) 

15 

IfeUM 1 3 

1, 2-ykh*D-5-^fJl/-4- ((4-^^7i-;l/) - 3H 

4— rv7 0 Dt 0 ;^>^;i/^ou KcDftfrOf^-^^i/^v^PS f 
20 £ffl<^T, i tmmcD^mrmm^^^Lrzo 

'H-NMR (DMSO-d 6 ) 6 ppm: 

1.98 (3H, s), 2.23 (3H, s), 3.48 (2H, s), 6.95-7.10 (4H, m) 

#%0J 1 4 

25 2 -S?k HP- 5- hU7;^D^^~ 3H-¥yV~ 

;i/-3-^-> 

7-fehM^^;K^{tt>0^hU7;^P7-feh»X^ > 4— f V7P . 
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'H-NMR (DMSO-d 6 ) 5 p pm : 

3.73 (2H, s), 7. 05-7.35 (5H, m), 12.50-13.10 (1H, brs) 

5 ##09 1 5 

1, 2-5?kFP-4- ((4-^h^>7i^W ^)V\ -5-/^-3 

F^w, ##mi i tmm(Dj5m^mmfc&M*£i$.Ltc, 

10 'H-NMR (DMSO-d 6 ) 5 p pm : 

1.99 (3H, s), 3.47 (2H, s), 3.69 (3H, s), 6.75-6. 85 (2H, m), 7.00-7.10 (2H, 
m), 8.70-11.70 (2H, br) 

##M 1 6 

15 4-*<>i?)V-l, 2-^hFD-5-^5 1 JV-3H-lf7 , ;-il'-3-t> 

'H-NMR (DMSO-d 6 ) 6 p pm : 
2.00 (3H, s), 3.54 (2H, s), 7.05-7.30 (5H, s) 

20 

1 7 

4- C(4-^y7 0 p^>-7ai-;i/) -5-^^-3- (2, 3, 

4, 6-xh7-0-7-fe^-j8-D-^;P3tf7/^^'» ~ 1 H- 

25 1, 2-> ? t:KP-4- ((4-fV7°D^y7x^W *^;10 -5-* 
?MI/-3H-tf^/-;i/-3-:t> (4 6mg), 7th7ut-a-D-^JV 
n-X (99mg) Rtf4At^a7y-770fh7tFD77> (3m 
L) UMlCE^iS (6 6mg) mux.. %Lfc-®Wi*m%ls§ 5°CtT-M 
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WVtco R*fi£*S75 ^ 7°P \Z)W) 7A^P7h^7^(i 
D7h^7^- 0SW»jat:|f«X^;i//'\^>=2/l) fcT»«-r« 

:tiao4- ((4-'fV7°n^i/7x-;i/) -5-*=p;v-3- 

5 (2, 3, 4, 6 - f h 7 - O - 7tfJl/- |3 - D - If? / ~>J^^y) 
-1H-¥?"S-)1 (4 2mg) &nt£o 
'h-NMR (CDC 1 3) 6 ppm: 

1.25-1.35 (6H, m), 1.88 (3H, s), 2.01 (3H, s), 2.03 (3H, s), 2.05 (3H, s), 
2.10 (3H, s), 3.45-3.65 (2H, m), 3.80-3.90 (1H, m), 4.13 (1H, dd, J=2.3, 
10 12.4Hz), 4.31 (1H, dd, J=4. 0, 12.4Hz), 4.40-4.55 (1H, m), 5.15-5.35 (3H, 
in), 5.50-5.60 (1H, m), 6.70-6.80 (2H, m), 6. 95-7.05 (2H, m) 

##M 1 8 

5-^^-4- ((4-7'Ptf;i/7xX;i/) -3- (2, 3, 4, 6 

15 -?b5-0-7±?)l- S-V-tflV-nMy/z/fy***/) - lH-ifyV 
-)V 

1, 2-ytHn-4- ((4-^v7n^>7x-JW *3\>W -5-* 
3 H- 3 D CI , 2-yk 

-4- C(4-7°Ptf^7x-;i/) -3H-tf7^-3-t>^ 

20 V>T> ##M1 7tH«l©^TailB^%*'&^Ufc. 
'H-NMR (CDC 1 3) <5 ppm: 

0.91 (3H, t, J=7.3Hz), 1. 50-1. 65 (2H, m), 1.86 (3H, s), 2.01 (3H, s), 2.03 
(3H, s), 2.05 (3H, s), 2.10 (3H, s), 2.45-2. 55 (2H, m), 3.55 (1H, d,J=15.8Hz), 
3.63 (1H, d, 1=15. 8Hz), 3.80-3.90 (1H, m), 4.13 (1H, dd, J=2.3, 12.4Hz), 
25 4.30 (1H, dd, J=3. 9, 12.4Hz), 5.15-5.35 (3H, m), 5.50-5.60 (1H, m), 
7.00-7.20 (4H, m) 

##09 1 9 
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4- cu—f y^;u7x-;u) -5-^^-3- (2, 3, 4, 

6-fb7- O- /3-D- tf 7 / ->;U**-» -lH-¥y 

1, 2-^tHD-4- C(4—f V7°P^'>7x-;W - 5 

5 ^-3H-tr^V*-;V-3-^>©^«9fc:l, 2 -yk Kn-4- C(4- 

'h-NMR (CDC 1 3) 6 ppm: 

0.87 (6H, d, J=6.6Hz), 1.70-1. 85 (1H, m), 1.87 (3H, s), 2.01 (3H, s), 2.03 
10 (3H, s), 2.06 (3H, s), 2.10 (3H, s), 2.40 (2H, d, J=7.2Hz), 3.56 (1H, d, 
J=l'5.8Hz), 3.63 (1H, d, J=15.8Hz), 3.80-3.90 (1H, m), 4.14 (1H, dd,J=2.3, 
12.4Hz), 4.31 (1H, dd, J=4.0, 12.4Hz), 5.15-5.35 (3H, m), 5.50-5.60 (1H, 
m), 6.95-7.10 (4H, m) 

15 ##M 2 0 

5- /3MI/-4- ((4-^D^>7xZJl/) tt-M - 3- (2, 3, 4, 
6 - f h 5 - 0-7tf ^- 0 - D - ^3 -IH-My 

1, 2-S?kHo-4- C(4 — fV^D#+>/7x^) -5-^ 
20 J-iV-ZH-MyV-fr-S-jrXDWbiOkZl, 2 -i^t Fo - 5 -/?J|/ 
-4- ((4-yn^y7i^Jl/) -3H-k'7 , /-JV-3-t>$ 

'H-NMR (CDC1 3 ) 6 ppm: 

1.01 (3H, t, J=7.4Hz), 1.70-1.85 (2H, m), 1.89 (3H, s), 2.01 (3H, s), 2.03 
25 (3H, s), 2.06 (3H, s), 2.10 (3H, s), 3.53 (1H, d, J=15.7Hz), 3.59 (1H, d, 
J=15.7Hz), 3.80-3.95 (3H, a), 4.14 (1H, dd, J=2. 3, 12.4Hz), 4.31 (1H, dd, 
J=4.0, 12.4Hz), 5.15-5.35 (3H, m), 5.50-5.60 (1H, m), 6.70-6.80 (2H, m), 
6.95-7.10 (2H, n) 
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##M 2 1 

4- ((4-Xb^^7x^JW ^J-M -5-^^-3- (2, 3, 4, 6 

5 

1, 2-ytHD-4- C(4— fV^D^y7irjV) *3MK) -5-^ 
^)V- 3H-¥?V-)V- 3 -^->©f^it)0iC4- C(4-Xh^i/7x-;i/) 

y=p;K) -l, 2-vhHP-5-y^;u-3H-tf^y-;i/-3-^->^ffl 

10 'H-NMR (CDC1 3 ) 5 ppm: 

1.38 (3H, t, J=7.0Hz), 1.89 (3H, s), 2.01 (3H, s), 2.03 (3H, s), 2.06 (3H, 
s), 2.10 (3H, s), 3.53 (1H, d, J=15.8Hz), 3.59 (1H, d, J=15.8Hz), 3.80-3.90 
(1H, m), 3.98 (2H, q, J=7.0Hz), 4.13 (1H, dd, J=2.3, 12.4Hz), 4.31 (1H, 
dd, J=4.0, 12.4), 5.15-5.30 (3H, m), 5.50-5.60 (1H, m), 6. 70-6.80 (2H, m), 

15 6.95-7.10 (2H, m) 

##$J 2 2 

5- PWP-3- (2, 3, 4, 6-xh^-0-T-fe^-)3-D-^>n 
\ZJ/W** 9 s) -4- ((4-h'J7JI/tn^5 : -Jl/7x^;V) *3\JW -1 

20 

1, 2-yhFD-4- ((4-f77n^y7x-J|/) ^)V) -5-/ 
^;i/-3H-tf^y-;i/-3-^>o^t»Dti, 2-yhFn-5-^?;i/ 

-4- 1(4- hU7;^D^^;P7xr.;i/) ;>ww -3H-tf^/-;p-3 

25 'H-NMR (CDC 1 3) 6 ppm: 

1.85 (3H, s), 2.01 (3H, s), 2.03 (3H, s), 2.06 (3H, s), 2.14 (3H, s), 3.65 

« 

(1H, d, J=15. 9Hz), 3.71 (1H, d, J=15.9Hz), 3.80-3.90 (1H, m), 4.14 (1H, 
dd, J=2.4, 12.4Hz), 4.31 (1H, dd, J=4. 0, 12.4Hz), 5.15-5.40 (3H, 
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m), 5. 55-5. 65 (1H, m), 7.20-7.30 (2H, m), 7.45-7. 55 (2H, m) 
###J 2 3 

4- C(4- t e r t -7*^)iy x.~)l) -5-^3^-3- (2, 3, 

5 4, 6-xh^-0-7ir^;i/-/3-D-^;i/ntf^y^;|/^^rS/) -1H- 

1, 2-ytFD-4- ((4-i , V7°n^y7xz;W ;*3VW -5-* 
^-3H-e^^-;i/-3-^>©^t)«9t4- C(4- t e r t 
3L~)V) u-m -l, 2 -$?t Ho- 5 3H-tf^l/-;U- 3 - 

'h-NMR (CDC 1 3 ) 6 p pm : 

1.27 (9H, s), 1.84 (3H, s), 2.01 (3H, s), 2.03 (3H, s), 2.06 (3H, s), 2.14 
(3H, s), 3.56 (1H, d, J=15.8Hz), 3.64 (1H, d, J=15.8Hz), 3. 80-3.90 (1H, 
m), 4.13 (1H, dd, J=2.3, 12.4Hz), 4.31 (1H, dd, J=4.0, 12.4Hz), 5.15-5.30 
15 (3H, m), 5.50-5.60 (1H, m), 7.00-7.10 (2H, m), 7.20-7.30 (2H, m) 

##M 2 4 

4- C(4-7*h3rv7x-;|/) *?-M -5-*3^-3- (2, 3, 4, 6 
20 —)V 

l, 2-5?tHP-4- C(4— f y^n#+3/7xn;p) *3\>W -5-* 

3 H- hf^V-;i/- 3 -*>ORt> Q\Z4- t(4 -7 h^-/7i^) 
*9\>W -1, 2-^hHD-5-/^;p-3H-tr5y-;i/-3-^>*ffi 

25 'H-NMR (CDCI3) (5 ppm: 

0.96 (3H, t, J=7.4Hz), 1.40-1.55 (2H, m), 1.65-1.80 (2H, m), 1.88 (3H, s), 
2.01 (3H, s), 2.03 (3H, s), 2.06 (3H, s), 2. 10 (3H, s), 3.52 (1H, d,J=15.8Hz), 
3.59 (1H, d, J=15.8Hz), 3.80-3.90 (1H, m), 3.91 (2H, t, J=6.5Hz), 4,13 (1H, 
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dd, J=2.3, 12.4Hz), 4.31 (1H, dd, J=4.0, 12.4Hz), 5.15-5.30 (3H, m), 
5.50-5.60 (1H, m), 6. 70-6.80 (2H, m), 6.95-7.10 (2H, m) 

pmm 2 5 

5 5-^^;i/~4- ((4-/fJI/ft7x-Jl/) -3- (2, 3, 4, 

6 - t- h 7 - O- T-fe^- 0 - D - iffrn k° ? J *s)Vtt =s) — 1 H— tf y 

1, 2-5>kFn-4- C(4— f l/^D*+J/7i^W -5-* 
3^- 3 H- tf 5 3 -;f><Z>ftt> OKI, 2-yk HP - 5 -j*^ 
10 -4- ((4-^f;W7i^) *?\>w -3H-tT7y-;P-3-^>S 

'H-NMR (CDC 1 3) 6 ppm: 

1.88 (3H, S), 2.01 (3H, s), 2.03 (3H, s), 2.07 (3H, s), 2.12 (3H, s), 2.44 
(3H, s), 3.50-3.65 (2H, m), 3.80-3.90 (1H, m), 4.13 (1H, dd, J=2.4, 12.4Hz), 
15 4.31 (1H, dd, J=4. 1, 12.4Hz), 5.15-5.30 (3H, m), 5. 55-5. 65 (lH.ra), 
7.00-7.10 (2H, m), 7.10-7.20 (2H, m), 8.65-8.85 (1H, brs) 

##^J 2 6 

5-X3MI/-4- ((4-^fm7xZJW *?JV\ -3- (2, 3, 4, 

20 6-xh^-o-7-fe5 L ;p-/3-D-^;i/ntf^y->;^^v') -1H-H7 

1, 2-yhFn-4- [(4— fV^n#^5/7x-;W *3\>W -5-* 
3 H- tf 7 3 -:*>©ftfr Did 5 -X^JP- 1 , 2 -S?k Ha 

-4- ((4-^^t7xr;W -SH-\Z^/-)),-Z-jr>* 

25 JflVVT, 1 7 <h|5llICD7j?* , «fS'fb'&%?:^b/Co 

J H-NMR (CDC 1 3) 6 ppm: 

1.13 (3H, t, J=7.6Hz), 1.88 (3H, s), 2.01 (3H, s), 2.03 (3H, s), 2.06 (3H, 
s), 2.44 (3H, s), 2.45-2.55 (2H, m), 3.50-3.70 (2H, m), 3.80-3. 90 (1H, m), 
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4.05-4.20 (1H, m), 4.31 (1H, dd, J=4.0, 12.4Hz), 5.15-5.35 (3H, m), 
5.55-5.65 (1H, m), 7.00-7.10 (2H, m), 7.10-7.20 (2H, m), 8.80-9.20 (1H, 
brs) 

5 2 7 

4- ((4— fV7°Otf;i/7x~;U) pWW -5-^^-3- (2, 3, 4, 
6 -x h 5- O- y-fe^W- 13 -D ->f)V3 M'y J ->;i/:*^» -lH-\d? 

10 ^;i/-3H-tf^^-^-3-^>©^Dtl, 2-^bHo-4- [(4- 

'h-NMR (CDC 1 3 ) 6 p pm : 

1.20 (6H, d, J=6. 9Hz), 1.85 (3H, s), 2.01 (3H, s), 2.03 (3H, s), 2.06 (3H, 
15 s), 2.13 (3H, s), 2.75-2. 90 (1H, in), 3.56 (1H, d, J=15.8Hz), 3.63 (1H, d, 
J=15.8Hz), 3.80-3.90 (1H, m), 4.05-4.20 (1H, m), 4.31 (1H, dd, J=4.0, 
12.4Hz), 5.15-5.35 (3H, m), 5.50-5.60 (1H, m), 7.00-7.15 (4H, m), 8.70-9.30 
(1H, brs) 

20 2 8 

4- l(4-^)V^y^-)V) -3- (2, 3, 4, 6-rh7- 

O-T-fe^Jl/- j3-D-7>ntf^ J s s)Vtt s s) -5-h'j7^tD/fjl/ 
-lH-tf^V-^ 

1, 2-^tFU-4- ((4-^^t7xZJW ^^)W -5-bU7 
25 J^U^)V-3H-\f^V-)U~3-^r> (2. Og) ©7th^h'j;Kl 
OOmL) M^T-feh^n^E-a-D-^l/n-X (3. 1 g) &&&$mt 
#U7A (1. lg) ^iJP^-, ^Mfcr-lM^Ufe. KBM&miZTkZtinz.. 
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= 1/1) i:mmtz>zt\z&r)4- ((4-^?;W7i^W *=5-M - 

3- (2, 3, 4, 6-xh5-0-7^5F;!/-j3-D-W:3E7y vJl^ 
5 -5-hV7)V*U*?)\/-lH-¥7'/-)V (2. Og) », 

1 H — NMR (CDC 1 3 ) a p pm : 

1.91 (3H, s), 2.03 (3H, s), 2.04 (3H, s), 2.09 (3H, s), 2.45 (3H, s), 3.73 
(2H, s), 3.75-3.90 (1H, m), 4.15-4.35 (2H, m), 5.15-5.65 (4H, m), 7.00-7.20 
(4H, m) 

10 

2 9 

4- ^>i?)V-S - (2, 3, 4, 6-fh7-0-7W-j3-D-^l/ 
3h7yyM+-» - 5 - h U 7;^n^f;i/- lH-e^y-JP 

1, 2-^hHD-4- ((4-^fJW7i-JW -5-hU7 

15 ;u^D^^;i/-3H-tf^y-;i/-3-^>©f^^D(c4-^>^-i, 2 

-yk HO- 5- h'J7MD^^- 3H-tf^7-Jl/- 3-7jr>%m^T, 
#fi2 8 t|WI#©77^T^IB^t!^^bfc 0 
'h-NMR (CDC 1 3) 6 ppm: 

1.89 (3H, s), 2.02 (3H, s), 2.04 (3H, s), 2.08 (3H, s), 3.70-3.90 (3H, m), 
20 4.15-4.30 (2H, m), 5.10-5.50 (4H, m), 7.10-7.30 (5H, m) 

m^rn 3 o 

4- ((4-^h^>7x^) ^5P;W -3- (2, 3, 4, 

-y^h- 3 -D- tfivnM? j ->;m-^» - 5 - hU7;^D^^;i/- 

25 lH-k°7 7-^ 

1, 2-^t:b*D-4- ((4-^Wt7i-JI/) -5-NU7 
Mo^^-3H-H7 , /->-3-t> £>ft:b Die 1, 2 - z> t: F n - 4 

- ((4-^h^>7i^;v) - 5-hU7;i/^-P^^;i/-3H-tf^ 
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! H-NMR (CDC 1 3 ) d p pm : 

1.93 (3H, s), 2.03 (3H, s), 2.05 (3H, s), 2.09 (3H, s), 3. 65-3.75 (2H, m), 
3.77 (3H, s), 3.75-3.90 (1H, m), 4.15-4.35 (2H, m), 5.10-5.45 (4H, m), 
5 6.75-6.85 (2H, m), 7.00-7.15 (2H, m) 

3 1 

4- ((4-^h^^7xZ;W *?)V\ -5-^^Jl/-3- (2, 3, 4, 6 
-7h7-0-7W-|3-D-^l:7;yjmy) - IH-\Z?V 
10 -Jl/ 

l, 2-^hFn-4- C(4— f V7°o^^7x-;W *5P;K) -5-* 

^-3H-tf^^-;i/- 3-t>Oft)bDC 1, 2-i?kh*n-4- C(4- 
^ h^y7i^W - 5 - ^fJK 3 H- tf7^- 3 - t>*ffl 

^X, ##0iJ 1 7 tlWI^WffiT^fB^t/^^Lfeo 
15 'H-NMR (CDC 1 3) <5 ppm: 

1.89 (3H, s), 2.02 (3H, s), 2.03 (3H, s), 2.05 (3H, s), 2.10 (3H, s), 
3.45-3.65 (2H, m), 3.76 (3H, s), 3.80-3.90 (1H, m), 4.11 (1H, dd, J=2.2, 
12. 4Hz), 4.30 (1H„ dd, J=4.0, 12.4Hz), 5.15-5.35 (3H, m), 5.50-5.60 (lH,m), 
6.70-6.85 (2H, m), 7.00-7.10 (2H, m) 

20 

3 2 

4-^>>Ml/- 5 -*^)V- 3 - (2, 3, 4, 6 -fh7-0-7tf JP- 

0 - d - if)vu tf y ; v) - 1 7-;u 
1, 2-ykFn-4- C(4— ry7°P^^~>7xr.;0 -5-* 
25 ^)V-3H-¥yV~)V~ 3-*><Dftt>K>lZ4-^>i?)l>-l, 2-ytF 
U- 5 -^)V- 3 H—\dyV—)V— 3 -^>£flH>T> 1 7 i|Wl#© 

'H-NMR (CDC 1 3) 6 ppm: 
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1.86 (3H, s), 2.01 (3H, s), 2.03 (3H, s), 2.06 (3H, s), 2.11 (3H, s), 3.59 
(1H, d, I=15.8Hz), 3.66 (1H, d, J=15.8Hz), 3.80-3.90 (1H, m), 4.11 (1H, 
dd, J=2.3, 12.4Hz), 4.30 (1H, dd, J=4.0, 12. 4Hz) , J 5.15-5.30 (3H, 
m), 5. 50-5. 65 (1H, m), 7.05-7.30 (5H, m), 8.75-9. 55 (1H, brs) 

5 

##M 3 3 

4- ((4-^h^>7i^Jl/) *3\>M -1, 5-i?*?JU-3- (2, 3, 

4, Q-7-h7-0-7 J £3 L )l>- B-D-tfJlaV?; 9 s))stt 9 s) 
)V 

10 4- ((4-^h^>7x-JW -5-*^)l-3- (2, 3, 4, 

V-)V (18mg), fflBt%VV& (14mg) #±tfa-K**> (4. 7m 
g) <D7*b-hV)i> (2mL) MffiWL* 7 5'CKT-lft8l^bfc. fcJ&MG 

&Z£\z£r)4- ((4-* h+'>7i-iW -1, 5-^3Ml/-3 

- (2, 3, 4, 6-T"h^-0-7-fe^;i/-)3-D-^;!/3b°^/>';i/^^ 
v) t!^^-^ (4mg) 
'H-NMR (CDC 1 3) 6 ppm: 
20 1.90 (3H, s), 2.01 (3H, s), 2.03 (3H, s), 2.06 (3H, s), 2.07 (3H, s), 
3.45-3.60 (2H, m), 3.60 (3H, s), 3.76 (3H, s), 3.80-3.90 (1H, m), 4.13 (1H, 
dd, J=2.4, 12.4Hz), 4.29 (1H, dd, 1=4.1, 12.4Hz), 5.15-5.30 (3H, m), 

5. 50-5.60 (1H, m), 6.70-6.80 (2H, m), 7.00-7.10 (2H, m) 

25 ##M 3 4 

l-*?-)V-4- ((4-^Wt7x^JW *3-)V\ -3- (2, 3, 4, 
6-T-h^-0-T-fe^-/3-D-^;i/ntf^y~>;i/^>-) - 5-h'J7 
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4- [(4-^?m7x^) *3\>W -3- (2, 3, 4, 6-fh7 

-o-Tir^;i/-i3-D-^;i/nt 0 ^y5/;i/^^v) - 5- hVy)V*u*?- 

)V-lH-\dy'/-)V (3 0mg), &»#U#A (8. Omg) &«i;tf3-F 
(8. 2mg) ©rh7tHD77> (lmL) !i«£7 5C{CT- 

^>u*mjRisiii'07b^77^- (mm : mk*w>/mn 

7i-JW -3- (2, 3, 4, 6 -xh^-O-Tiz^^-iS-D 

-y;iotf^y -5- hU7;^P^^i/tf^v-;v (i3mg) 

10 

'H-NMR (CDC 1 3 ) 6 ppm: 

1.89 (3H, s), 2.02 (3H, s), 2.04 (3H, s), 2.07 (3H, s), 2.44 (3H, s), 
3.65-3.95 (6H, m), 4.14 (1H, dd, 1=2.3, 12.4Hz), 4.29 (1H, dd, J=4.3, 
12.4Hz), 5.15-5.35 (3H, m), 5.50-5.65 (1H, m), 7.00-7.20 (4H, m) 

15 

##M 3 5 

l-X^-4- ((4-^Wt7x-;W *7)V) -3- (2, 3, 4, 
6-T-h^-0-7-fe^;i/-j8-D-^ntf^/v;^+-» - 5 - hU7 

20 3-K**>0ftfc>9fc3-KX:?>§ffl^T, ##M3 4<h|W!$ICD7j}£T 
'H-NMR (CDC 1 3) 6 p pm : 

1.40 (3H, t, J=7.2Hz), 1.90 (3H, s), 2.02 (3H, s), 2.04 (3H, s), 2.06 (3H, 
s), 2.44 (3H, s), 3.72 (2H, s), 3.80-3.90 (1H, m), 4.05-4.20 (3H, m), 4.27 
25 (1H, dd, J=4.5, 12.4Hz), 5.10-5.35 (3H, m), 5. 55-5. 65 (1H, m), 7.00-7.10 
(2H, m), 7.10-7.20 (2H, m) 

##$J 3 6 



Patent provided by Sughrue Mtorv PLLC - http://www.sughrue.com 



WO 02/053573 



PCT/JP01/11348 



56 

4- ((4-^Wt7x-;W *3\>M -l-7°Otf;i—3- (2, 3, 4, 
'H-NMR (CDC 1 3 ) 6 ppm: 

0.92 (3H, t, J=7.4Hz), 1.75-1.90 (2H, m), 1.89 (3H, s), 2.02 (3H, s), 2.04 
(3H, s), 2.06 (3H, s), 2.44 (3H, s), 3.72 (2H, s), 3.80-3.90 (1H, m), 
3.90-4.05 (2H, m), 4.12 (1H, dd, J=2.3, 12.4Hz), 4.27 (1H, dd, J=4.5, 
10 12.4Hz), 5.10-5.35 (3H, m), 5.55-5.65 (1H, m), 7.00-7.10 (2H, m), 7.10-7.20 
(2H, m) 

##09 3 7 

3- (fl-D-^ntf^/i^M-*^) -4- ((4-fVyD^y7x- 
15 )V) -5-^9-)V-lH-^yV-)V 

4- [(4— <yya^>7i-JW -5-*3MI/-3- (2, 3, 

4, 6-T-h^-o-T-fe^;i/-/3-D-^;vnt!^y->;v^4 i >') -1H- 

tf^y-^ (6 1mg) ©X3?/-J1/ (3mL) Mfclmo l/L7Mftt 
(0. 5 3mL) MfcT 2B#fHlfl£#Lfc. ftJK&tt 

20 £S£U iMODS@ffi« SfflM:^/- 
fc<fcD*it«L.T3- (j3-D-^3t!7;'>;i/tt'» -4- C(4— r 
V^D#+'>7ir;W j>WM -5-^^- lH~\dyV-)V (3 9mg) 

'h-NMR (CD3OD) 6 ppm: 
25 1.26 (6H, d, J=5.9Hz), 2.05 (3H, s), 3.25-3.45 (4H, m), 3.55-3. 75 (3H, m), 
3.75-3. 90 (1H, m), 4.45-4.60 (1H, m), 5.00-5.10 (1H, m), 6.70-6.80 (2H, 
m), 7.00-7.15 (2H, m) 
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###1 3 8 

3- (p-D-tffyuvz/wvtti/) -5-^^-4- [(4-yotf;p 
7x-;w - i h- 

4- [(4— rV7°P#^^7x^;i/) ;>WW -5-^^;U-3- (2, 3, 

5 4, 6 -xh^-o-7ir^;i/-)3 -D-^;i/3tf^y;>;^^-» -1H- 

\d?V-)l(DftiDt)\Z5-^)l-4- C(4-7°Dtf;l'7x-;l,) *3mio - 
3- (2, 3, 4, 6-T-b^-0-7-fe^;U-/3-D-^;Vntf^y 
*ri/) - 1 H-tf^y-Jl/^ffl^T, ##M3 7 ilHI©^lrMBft^^ 

10 1 H — NMR (CD 3 OD) 8 ppm: 

0.91 (3H, t, J=7.5Hz), 1.50-1.65 (2H, m), 2.05 (3H, s), 2.45-2. 60 (2H, i), 

3. 25-3.45 (4H, id), 3.55-3. 75 (3H, m), 3.83 (1H, d, J=11.9Hz), 5.00-5.10 
(1H, m), 7.00-7.15 (4H, m) 

15 ##M 3 9 

3- (j3-D-^Jl/3t!7/y^y) -4- C(4 ->f V 7>;p7x~;W 
^^;W -5-^-lH-K7»/-Jl' 

4- c(4— rv7*pss*'>7x^;w *9\>w -5-^^-3- (2, 3, 

4, 6-fh7-0-7W-)3-D-^l/nlf7;yM+y) — 1 H— 
20 tf7V-;i/CD^D^4- C(4— f 77*9^7xn;i/) *?)V\ -5-*5-)V 

-3- (2, 3, 4, 6-T-h^-0-T-fe^-i8-D-7>ntf^y^ 
- 1 H- tf ^/-;i/£ffl^T, 3 7 i|W|#©^^TSfE^#; 

! H — NMR (CD 3 OD) <5 ppm: 
25 0.87 (6H, d, J=6.6Hz), 1.70-1.90 (1H, m), 2.04 (3H, s), 2.41 (2H, d, J=7. 1Hz), 
3.25-3.45 (4H, m), 3.55-3.90 (4H, m), 5.00-5.10 (1H, m), 6.95-7.15 (4H, 
m) 
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##094 0 

3- (B-D-iffruVvSi/Jbttzs) -5-^)1-4- C(4-7°P#* 

4- c(4— rv7°n^v7x-;i/) -5-^^-3- (2, 3, 

5 4, 6-7 i h^-0-7t:^;p-i8-D-Wntf7y>';^+'» - 1 H- 

-3- (2, 3, 4, 6 -xb^-0-7-fe^;i/-j8 -D-^lOfcf?/ 
#*~» - 1 H— \f.7V-)V*m^T, 3 7 tra«©^ST?«B3ft:'&* 

10 'H-NMR (CD 3 OD) 6 ppm: 

1.02 (3H, t, J=7.4Hz), 1.65-1. 80 (2H, m), 2.05 (3H, s), 3.25-3.45 (4H, m), 
3.60-3.75 (3H, m), 3. 80-3.90 (3H, m), 5.00-5.10 (1H, m), 6.70-6.85 (2H, 
m), 7.05-7.15 (2H, m) 

15 ##M4 1 

4- ((4-Xh+^7x-JW *3-)V\ -3- (0-D-tf)Vn¥yJ^)ls-* 

-5-^^- lH-tT^V/-^ 
4- ((4-^V7'n^y7x-JW -5-^^-3- (2, 3, 

4, 6-xh^-o-7-fe^;i/-/3-D-^;i/3tf^yv;i/^^r-» -ih- 

20 }£yV-)V(Di\-t>Ki\ZA- ((4-Xb^>7x-JW 

3- (2, 3, 4, 6 -xh 5- 0-7-fe9^-|8-D-W3 

- lH-ti^A-^ffl^T* ##0iJ3 7 t|WIji©77ffiT'MB^%^ 

1 H — NMR (CD 3 OD) (5 ppm: 

25 1-34 (3H, t, J=7.0Hz), 2.05 (3H, s), 3.25-3.45 (4H, m), 3.60-3.75 (3H, m), 

3.80-3.90 (1H, m), 3.97 (2H, q, J=7.0Hz), 5.00-5.10 (1H, m), 6. 70-6. 85 (2H, 
m), 7.05-7.15 (2H, m) 
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###|4 2 

3- (&-D-tf)Vn\Z7 S5/)Vttz/) -5-*5\)|/-4- ((4-HJ7J1/ 

4- ((4-^y^D^>7i^W ;WM -5-^^-3- (2, 3, 
5 4, 6-xh^-0-7iz:^;i/-/3-D-^;i/3t!^y^;i/^v') -1H- 
K9y-;KDf^t>0fc5-^5=-;V-3- (2, 3, 4, 

^;i/-j3-D-^ntr7 7'>;i/^'» -4- cu-mj 7^*0*^:7 

10 'H-NMR (CD 3 OD) <5 ppm: 

2.08 (3H, s), 3.20-3.40 (4H, m), 3.67 (1H, dd, J=5.0, 11.9Hz), 3.75-3.90 
(3H, m), 5.00-5.10 (1H, m), 7.30-7.45 (2H, m), 7. 45-7.60 (2H, m) 

4 3 

15 4- ((4-ter t-^;i/7i^W - 3- (]3 -D-^3 tT5 

7 ->;V^+ - 5 - 1 H-KyV-Jl 

4- ((4-^V7 s D^y7x^W -5-^^;i/-3- (2, 3, 

4, 6-fh7-0-7W-i3-D-^3lf7;yM^» - 1 H- 
tf^7*-;l/©^t)«9(C4- C(4- t e r t-7*f;P7x-^) -5- 

20 ^f-JV-S- (2, 3, 4, 6-xh^-0-T-fe^-3-D-^;i/3tf7 

'H-NMR (CD 3 OD) 6 ppm: 

1.28 (9H, s), 2.06 (3H, s), 3.25-3.45 (4H, m), 3.60-3.90 (4H, m), 5.00-5.10 
25 (1H, m), 7.05-7.15 (2H, m), 7.20-7.30 (2H, m) 

4 4 

4- ((4-yb*~>7x-JW -3- (B-T>-tffrU\ZySis)\,* 
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4- ((4-^V^O#*'>7x^W -5-^^;i/-3- (2, 3, 

4, 6 -fh7- 0-7tt)V- fr-D-tffyn^y Ji/)\, 3r*i/) -1H- 

5 3- (2, 3, 4, e-fh^-O-ytfJV-iS-D-^ti^yyM 
'H-NMR (CD 3 OD) 6 ppm: 

0.97 (3H, t, J=7.4Hz), 1. 40-1. 55 (2H, m), 1.65-1.80 (2H, m), 2.05 (3H, s), 
10 3.30-3.45 (4H, m), 3.60-3.75 (3H, m), 3.83 (1H, d, J=l 2.0Hz), 3.91 (2H, 
t, J=6.4Hz), 5.00-5.10 (1H, m), 6.70-6. 85 (2H, m), 7.05-7.15 (2H, m) 

##M4 5 

3- (j3-D-^;i/ntf^y -5-*^)V-4- C(4-^^;^ 

15 t7x-JW *^;io -lH-tf^^/-^ 

4- C(4-^V7°n^^v7x-;V) ;W10 -5-^^-3- (2, 3, 

4, 6-^h^-o-T-fe^-/3-D-^;i/nfc!^y->;^+v) — 1 H— 

¥yV-)l<Dftt>Q\Z 5-*3^-4- ((4-^Wt7x^) 

-3- (2, 3, 4, 6-xh7-0-7-fe^;i/-jS-D-^;mtf^y */)], 

20 st^vO - 1 H-\d7V-)v%m\t*T. ##0*3 7 tnm^^uu^m 

1 H — NMR (CD3OD) <5 ppm: 

2.06 (3H, s), 2.42 (3H, s), 3.20-3.45 (4H, m), 3.55-3.75 (3H, m), 3.80-3.90 
(1H, m), 5.00-5.10 (1H, m), 7.05-7.20 (4H, m) 

25 

pmm 4 6 

5-x?;i/-3- (U-D-^aif?/^*^) -4- C(4-^^;^ 
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4- c<4— f y^D#+<>7i=JW >WW -5-^?;i/-3- (2, 3, 

4, 6-xh^-0-7-fe^-j3-D-^;i/Zit:^y>/;i/^v) -1H- 
tf^V-;l/©^t»D t 5-X5\^-4- C(4-^^;i/5 1 ^7x-Jl/) ;*3Ml/) 
-3- (2, 3, 4, 6-xh^-0-7-fe^-£-D-^3t^/>^ 
5 ^v) - 1 H- t? ^A-;i/£/fiV>T, #«J 3 7 i:R#©*ST?«BflS^» 

'H-NMR (CD 3 OD) 5 ppm: 

1.06 (3H, t, J=7.6Hz), 2.42 (3H, s), 2.47 (2H, q, J=7.6Hz), 3.25-3.45 (4H, 

n), 3.60-3.80 (3H, m), 3.80-3.90 (1H, m), 5.00-5.10 (1H, m), 7.10-7.20 (4H, 
10 m) 

0mm 4 7 

3- (j3 -D-^;i/3tf7 J i/M**/) - 4- C(4— - rv7 0 Pt 0 ;i/7x^;i/) 
;WM -5-^^;i/-iH-t:^7-;i/ 

15 4- C(4— f yyn^y7xZJW -5-^^;i/-3- (2, 3, 

4, 6-xh^-o-T-fe^;i/-/3-D-^;p3tf^y ->;p^'» -ih- 

\d7V-)WDRfr>9\z4- [(4— rv7ntf;W7x-;u) 

;i/-3- (2, 3, 4, 6-xh^-0-7-fe^;U-j3-D-^;i/ntf7/v' 

20 4&££riSL&. 

'h-NMR (CD 3 OD) 6 ppm: 

1.20 (6H, d, J=6.9Hz), 2.05 (3H, s), 2.75-2.90 (1H, m), 3.25-3.45 (4H, m), 
3.55-3.90 (4H, m), 5.00-5.10 (1H, m), 7.00-7.15 (4H, m) 

25 0mm 4 8 

3- (jS-D-^Jl/ntf^y v-;l^3r~» -4- C(4-^^l/^7x^W 

- 5 - h u 7;wd^^- 1 H-tf7i/-^ 

4- C(4— fV7*n^>7x^l') PWW -5-^^-3- (2, 3, 
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4, &-^Y7-0-7tt)V-&--D->f)Vn\t7; : i/)V**>>) -1H- 
V7V-)l<Dftt>Qfc4- C(4-^Wt7x^) U-M -3- (2, 

3, 4, 6-: rVy-0-7tt)V- ft-V-iffrU^y S-sMicz/) -5 
- bVy)ltn^^)l- lH~¥7*J-)l%m^Ts ##M3 7£|13$I©7j£ 

5 T^fB^tl^^bfco 

'H-NMR (CD 3 OD) 6 ppm: 

2.42 (3H, s), 3.25-3.50 (4H, in), 3.69 (1H, dd, J=4.9, 12.0Hz), 3.75-3.90 
(3H, m), 4.90-5.10 (1H, m), 7.10-7.20 (4H, m) 

10 ##M4 9 

4-Oz?)l- 3- (j3-D-^l/3lf ^/^M^v-) -5-hU7;U^P 
4- t(4 — fy^D^y7x-J|/) pWW -5-^^-3- (2, 3, 

4, 6-T-h7-o-7-fe^;v-/3-D-^;i/ntf^/^;v^-^v) -ih- 

15 tf7y-JKDf^fcl9(:4-^>^V-3- (2, 3, 4, 6-fh7-0-7 
-fe^lz-iS-D-^l/Ilt^y^^x) -5-h>j7MD^?jl/-lH 

'H-NMR (CD 3 OD) <5 ppm: 

3.25-3.45 (4H, m), 3.67 (1H, dd, J=5.3, 1 2.0Hz), 3.80-3.95 (3H, m), 4.97 
20 (1H, d, J=7.4Hz), 7.05-7. 25 (5H, m) 

###| 5 0 

3- (p.-D-?)l3¥?y -4- C(4-^ h^^7x-;W ^ 

25 4- C(4—f V7°P^^->7x-;U) *?\>K) - 5-^)V~3- (2, 3, 
4, 6-fh7-O-7W-0-D-^e7;'>Jmy) — 1 H— 
\f.7V~)V<Dftt>X)\Z4- ((4-^h^>7x^) *^)V\ -3- (2, 3, 

4, 6-xh^-o-T-fe^;u-3-D-^;i/3tf^y>/;^^v) -5-h 
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'H-NMR (CD 3 OD) 6 ppm: 

3.25-3.45 (4H, m), 3.67 (1H, d, J=5.4, 12. 1Hz), 3.73 (3H, s), 3. 75-3. 90 (3H, 
5 m), 4.90-5.00 (1H, m), 6.70-6.85 (2H, m), 7.05-7.15 (2H, m) 

5 1 

3- (j3-D-^Jl/3tf^y>-;i/^^) -4- ((4-^h+y7x-JV) ^ 
-5-^)V-lH-\fy^-)V 

10 4- c<4 --r V7°P^^^7x^;i/) -5-^^-3- (2, 3, 

4, e-T-h^-O-T-fr^-^-D-^Jl/ntf^y i/)ltt>>) -1H- 

3- (2, 3, 4, 6 -rh7- 0-T-fe^;P-/3 -D-^ntf^y ->;^ 

15 -&^bfco 

'H-NMR (CD 3 OD) a ppm: 

2.04 (3H, s), 3.25-3. 45 (4H, m), 3.55-3.75 (3H, m), 3.73 (3H, s), 3.80-3.90 
(1H, m), 5.00-5.10 (1H, m), 6.75-6.85 (2H, m), 7.05-7.15 (2H, m) 

20 ##00 5 2 

4- ((4-<vyn^>7x-JW *?)V) -5-*5-)l-Z- (2, 3, 

4, 6 - th7-o-7t^- i8-D-^;i/3 ->;i/^-+-» -ih- 

25 tf^y-;V©f^t)l3 t4-^>y;i/- 3- (2, 3, 4, 6-x 

£ffl^T, ###J3 7i[W|<iCD7jfeT^8Hfb-&tl*-er^bfc„ 
'H-NMR (CD 3 OD) 6 ppm: 
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2.05 (3H, s), 3.25-3.45 (4H, m), 3.60-3.90 (4H, m), 5.00-5.10 (1H, n), 
7.05-7.25 (5H, m) 

5 3 

5 3- (/3-D-W=It!7/^;W^'» -4- C(4-^ h^r->7x-;V) j* 

4- C(4->fy7 r n#4 1 '>7x-;W *3\>W -5-*?;i/-3- (2, 3, 
4, 6-^h^-o-T-fe^-iQ-D-^;i/nk!^y -ih- 

10 (2, 3, 4, 6-7 t h7-0-7-fe5 1 ;i/-/3-D-^3tf7y 

'H-NMR (CD 3 OD) (5 ppm: 

2.06 (3H, s), 3.25-3.45 (4H, m), 3.55-3.70 (6H, m), 3.73 (3H, s), 3.75-3.90 
15 (1H, m), 5.00-5.10 (1H, m), 6.70-6.80 (2H, m), 7.05-7.15 (2H, m) 

##M 5 4 

3- (j3-D-^;i/ntf^/v;i/^v) -i-pWP-4- CU-;*^;^ 

20 4- ((4-^V7'D^y7x-JW -5-^^-3- (2, 3, 

4, 6-fh7-0-7WJl/-^-D-W3t'7;yM+y) -1H- 

-3- (2, 3, 4, 6-xh7-0-7ir^;i/-j8-D-Wntr7y i/)V 
1 H — NMR (CD 3 OD) 5 ppm: 

2.42 (3H, s), 3.30-3.50 (4H, m), 3.69 (1H, dd, J =4. 7, 1 2.0Hz), 3.75-3.90 
(6H, m), 5.25-5.35 (1H, m), 7.05-7.20 (4H, m) 
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5 5 

l-X^)V-3- (B-D-PfrnVySiybtti/) -4- i(4-*?)V?- 

5 4- ((4-^V^O^>7x^) ^^;W -5-^^-3- (2, 3, 
4, 6 -x b y- 0-7* ?)V- /3 -D-^l/ntf^y^^+S/) -1H- 

-3- (2, 3, 4, 6-fh7-0-mJh3-D-^t"7/y^ 

10 #ttT«Efl;£*£fcjfcLfc. 

'H-NMR (CD 3 OD) (5 ppm: 

1.38 (3H, t, 1=7. 1Hz), 2.42 (3H, s), 3. 30-3.50 (4H, m), 3.60-3.75 (1H, m), 
3.75-3.90 (3H, i), 4.14 (2H, q, J=7.1Hz), 5.25-5.35 (1H, m), 7.05-7.20 (4H, 
m) 

15 

0mm 5 6 

3- -D - if )Vn\£y J -4- ((4-^Wt7x~;W 
pWW - 1 -7°n¥)l- 5 - h V yJVjru^jVVyV-Jl 
4- c(4--<y7°o^v7xn;i/) *x;W -5-*?)V-a- (2, 3, 

20 4, Q-v-Yy-0-7^)V- ^-T>-^)Vu\f.y/^)V^-y) - 1 H- 
tf^V'-;KDf^DlC4- [(4-^Wt7x-;W JWW -l-7°Pt° 
3 - (2, 3, 4, 6-xh7-0-7irx;P-3-D-^;Pntf7/^ 

©7a^TSiB^fe^-&^bfeo 
25 'H-NMR (CD3OD) 6 ppm: 

0.90 (3H, t, J=7.4Hz), 1. 75-1.90 (2H, m), 2.42 (3H, s), 3.30-3.50 (4H, m), 
3.69 (1H, dd, J=4.9, 12.0Hz), 3.75-3.90 (3H, m), 4.00-4.10 (2H, m), 
5.25-5. 35 (1H, m), 7.05-7.20 (4H, m) 
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5 7 

5 1, 2-ytFP-4- C(4--f 77°D^>7xX;0 -5-* 

-4- C(4-^^;i/7x-;i/) -3H-tf7 N /-;P-3-^->^ffl^ 
T##fU 7 £i^fii©#$n;5-7W]/-4- C(4-^^;V7x_;w 

-3- (2, 3, 4, 6-rb7-0-7tfJV-|3-D-^t:7;y^ 
10 *-*>0 - IH-My^-^^VtCo "Z>UT*4- [(4 —f 77d^->7 
x-Jl/) *3=-;K) -5-^^-3- (2, 3, 4, 6-rh7-0-7l!5 : 
;i^-/3-D-^>nt!^y - l h- v*-;i/cs>ft:b D K 5 - 

3MI/-4- ((4-^^7x-;i/) ;>WW -3- (2, 3, 4, 6-rh7 

- o - y ^ - j8 - d - tf)v? tr ? j - 1 h- t! 7 *m 

15 V>T, ###J 3 7 £ I^O^&TlIffift^t) b tc 0 
'H-NMR (CD3OD) <5 ppm: 

2.04 (3H, s), 2.26 (3H, s), 3.25-3.45 (4H, m), 3.55-3.90 (4H, m), 5.00-5.10 
(1H, in), 6.95-7.15 (4H, m) 

20 ##M 5 8 

4~ C(4-X^JI/7x^;i/) -3- (!3-D-7>3t£5/>-;i/^ 

~» - 5 lH-\dyV-)V 

1, 2-v?tFD-4- C(4— f 77°D#*:>7xX;i/) >WW -5-* 
^-3H-tf7y-;P-3-^>(D^0(C4- C(4-X^7xr:;U) * 
25 -1, 2-5>fc HP- 5-^^JV-3H-\iyV-JV~ 3-*>&m* 

xmmmi 7 tmU(D^m-v4- c(4-x^;i/7xn;u) twi/j -5-*^ 

;i/-3- (2, 3, 4, 6-f F7-0-7tfJl/-i3-D-^nt7/y 

- iH-tf^y-;i/^^Lfc„ wim- c(4— rv7°n^> 
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7x-Jl/) *?)V\ -5-^^-3- (2, 3, 4, 6-Thy-0-7± 
^-j3-D-^l/3t7y»+y) - lH-l£5\/-;i/©ftfe?)fc4- 
C(4-X5Ml/7x-;|,) *=3rM (2, 3, 4, 6-fh 

5-o-7iz^;i/-^-D-^l/ntf^y v-;!/^^) - l h- tf^v*-;]/£ 

'h-NMR (CD 3 OD) 6 ppm: 

1.18 (3H, t, J=7.6Hz), 2.04 (3H, s), 2.57 (2H, q, J=7.6Hz), 3.25-3.45 (4H, 
m), 3.55-3.90 (4H, m), 5.00-5.10 (1H, m), 6. 95-7. 20 (4H, m) 

10 ##01 5 9 

3- (&-D-tf)lZl¥7 -4- ((4-^^7x^JW 

)l) - 5 - h 'J 7Jl/tD^^- 1 H- k°7y-il/ 

1, 2-ykFD-4- [(4-^fW7x-J0 -5-MJ7 
)\s*n^)V- 3 H-¥?V-)V- 3 -^->©f^ K)\Zl, 2 - i?t HO - 4 
15 - ((4-^f^7irjW -5- hU7;M-n^;i/-3H-if^/ 

3-:fr>£/fl^T#%0i2 8^lRl1i©7j^-e4- [(4-^^7x~ 
^^;W -3- (2, 3, 4, 6-r-h7-0-7-fe^-i8-D-^;i/ 
□ tf 7 J v7M-^» - 5 - h U y)V*u * 1 H- k° 7 V-)V&J$Ltco 

wz?4- C(4--rv7°P^^~>7x-;i/) j*?\>io -5-*^;u-3- (2, 
20 3, 4, e-xh^-o-T-fe^-js-D-^ne^y -1 

H-¥7V~)V<Dttfrr)\Z4- [(4-^^;i/7x-;i/) -3- (2, 

3, 4, 6-7 u h^-0-T-fe^-)3-D-^;P3tf^y^^>') -5 

25 'H-NMR (CD3OD) d ppm: 

2.25 (3H; s), 3.20-3.45 (4H, m), 3.55-3.70 (1H, m), 3.70-3. 90 (3H, m), 
4.80-4.95 (1H, m), 6.90-7.15 (4H, m) 
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6 0 

4- C(4-X3MV7x;z;i/) -3- (0 -D-^l/D fcf^y 

- 5 - h u 7;p^p^^;p- i h- tf jv-jv 

1, 2--7hKD-4- C(4-^^ft7x-JV) -5-HJ7 
5 ;i/PTD^^-3H-lf^y-;V-3-^>(D^t)DtC4- CU-X^l^x 

3 -;*->£fflV>T#S*09 2 8 £|WI$|GD7jfeT4 - ((4-If^7i- 
;W -3- (2, 3, 4, 6-xh^-0-7"fe^;i/-i3-D-^;i/ 

10 OV^T4- ((4-^V7D^>7x^l/) -5-^^-3- (2, 

3, 4, 6 -xh 7- O-T-fe^U- Q-D-SffruVy/i/frtti/) -1 

H-K5v/-;u©f^toDK:4- cu-xtMI^xx^) ;*3\>w -3- (2, 

3, 4, 6-xh7-0-7-fe^-i3-D-^;|/ne7/>';i'^^) -5 

15 nmfflb&mzGf&vrco 

'h-NMR (CD 3 OD) <5 ppm: 

1.18 (3H, t, J=7.6Hz), 2.50-2.60 (2H, m), 3.15-3.40 (4H, m), 3. 55-3. 65 (1H, 
n), 3.70-3.90 (3H, m), 4.80-4.95 (1H, m), 6.95-7.15 (4H, m) 

20 ##0>J 6 1 

3- (|3-D-^l/nlf7;yM^y) - 4- C(4 — f V 7°P t>7x^JW 

1, 2-yhFo-4- ((4-^Wt7x-JW *3S>W -5-KU7 
)l-ta 3 H-\Z?V-)V- 3-*><Dftt>Q\zi, 2-3?fc Hn-4 

25 - C(4-<y7*Ptf;i/7x-;P) jWW -5-hU7MP/^-3H- 
3 - HT##W2 8 £^$107^7! 4- C(4— f 77°P 

fjV7x^JV) -3- (2, 3, 4, 6-fh5-0-7t^-|5 

Patent provided by Sughrue Mion, PLLC - http://toww.sughrue.corn 



WO 02/053573 



PCT/JP01/11348 



69 

5P;U-3- (2, 3, 4, 6-7"h^-0-7-fe^-jS-D-^>ntf^y 

is)VJr*is) -iH-tf^y-;i/©^D^4 - [(4— i > V7'Ptf;i'7xn;i/) 

-3- (2, 3, 4, 6-xh5-0-7-fc5PJP-)3-D-^;l/:3tf 
5 yJ^M^y) - 5 - b U 7MD^f JV- 1 H- tf^y-Jl/^ffl^X, # 

'H-NMR (CD 3 OD) 6 ppm: 

1.20 (6H, d, J=6.9Hz), 2.75-2.85 (1H, m), 3.15-3.40 (4H, m), 3. 55-3.65 (1H, 
in), 3. 70-3.90 (3H, m), 4.80-4.95 (1H, m), 7.00-7.15 (4H, m) 

10 

##0iJ 6 2 

4- [(4-^no7x-jU) -3 - (3-D-^;i/zihf^y^;i/^ 

>o -5- hU7;^P^^- lH-tr^i/-;!/ 

1, 2-^tFO-4- ((4-^fJl/ft7x^W >WW -5-bU7 
15 )\s*U^)V- 3H-¥yV-)V- 3-*><Dttt>Q\Z4- ((4-i'DD7x 
p^lO -1, 2 -yk HD- 5 - hU7Mn/fjl/- 3H-¥yV 
3-:*>£fflV>T##M2 8 <hTO<Z)7j&T4- ((4-7nn7i~ 
-3- (2, 3, 4, 6-fh7-0-TW-^-D-^V 
nlf7/yM^y) - 5 - HJ ^M-d^WP- 1 H-fc!9\/-;H£'&jfcb 
20 fro C(4— fV7'D^7x-Jl/) - 5 3 - 

. (2, 3, 4, Q-^hy-O-T^fr-p-D-tfJVnidy/isfrttz/) 

- 1 H-hZy>/-)MDftt>r)\Z4- ((4-^DD7i^W - 3- (2, 
3, 4, e-xh^-O-Tir^-iS-D-Wnti^y^l/^v) -5 

- hV 7 )V*U lH-¥yV-)V*m^T, ##09 3 7 £|W|#I©7j& 
25 TTOft£-&£"&j£bfc. 

'H-NMR (CD 3 OD) 6 ppm: 

3.20-3.40 (4H, m), 3.55-3.70 (1H, m), 3.75-3.90 (3H, in), 4.80-4.95 (lH,m), 
7.10-7.25 (4H, m) 
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#%0iJ6 3 

3- (j8-D-^;lOlf7/i/;M-*">) -4- C(4-<V^a#+'>7z= 

5 3- (/3-D-^;i/3tf^/>-;^^v) -4- ((4HV^n^>7x 
n;W - 5 - l H-\d?V-)V (5 0rag) l«ty^ 

A (0. 2 0g) <DN, N-i/*^)l-fc)l>A75L H (lmL) SiMtl, 5 0°C 
tTl-3-H7°UA°> (0. 0 3 6mL) £iDA-l!feS£#Ufc. 
fc*SJD>t, ODS11M (^W:»7K *tii*flE:^^y-;W 

^mtf^y^^^) -4- C(4-<yp r o#+5/7x-;w pww - 
s-^ww- i-yntr^tf^y-;i/ (2 8mg) 

'H-NMR (CD 3 OD) <5 ppm: 
15 0.87 (3H, t, J=7.4Hz), 1.26 (6H, d, J=6.0Hz), 1. 65-1.80 (2H, m), 2.07 (3H, 
s), 3.25-3.45 (4H, m), 3.55-3. 75 (3H, m), 3.75-3.95 (3H, m), 4.40-4.60 (1H, 
m), 5.00-5.10 (1H, m), 6.70-6.80 (2H, m), 7.00-7.10 (2H, m) 

##M 6 4 

20 1-X9M1/-3- (j3-D-^a^77yM^>') -4- C(-<V7°n^^ 

1 - 3 - K 7°D A ><£>ftfc> B (C 3 - K X* > £ JB tr > 6 3£ITO© 

'H-NMR (CD 3 OD) 6 ppm: 
25 1.26 (6H, d, J=6.0Hz), 1.29 (3H, t, J=7.2Hz), 2.08 (3H, s), 3.25-3. 45 (4H, 
m), 3.55-3.75 (3H, m), 3.75-3.90 (1H, m), 3.96 (2H, q, J=7.2Hz), 4.40- 
4.60 (1H, m), 5.00-5.10 (1H, m), 6.70-6.80 (2H, m), 7.00-7.10 (2H, m) 
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6 5 

1 -X3\fc- 3 - (P-D-PfrnVySz/frtt*/) -4- 

3- (fl-D-^PE^/^!^*^) -4- ((4-i"V7Wy7x 
5 ~J10 - 5-*9-)V- lH-tf^V-;l/©^t>D^3- (i3-D-^ 

JVnVySi/frtt?/) -4- ((4-^h^>7i^;W pWW -5-^^ 
lH-tf^A-;k 1 -3— F^P/^OftfrDfca-Fx^Sffl^T* 

$#09 6 3 fcpmo^&TTOfc^fc^Jfcl/fc. 
1 H — NMR (CD 3 OD) 5 ppm: 

10 1.29 (3H, t, J=7. 1Hz), 2.07 (3H, s), 3.20-3.45 (4H, m), 3.55-3.75 (6H, d), 
3.82 (1H, dd, J=2.0, 12. 0Hz) , 3.90-4.05 (2H, m), 5.00-5.10 (1H, m), 
6.70-6.85 (2H, m), 7.05-7.15 (2H, m) 

###| 6 6 

15 3- (Q-D-tffrZ^y/i/fr**^) -4- ((4-/h^>7i^) * 
3- (3-D-^3Ii7/'>M^) -4- ((4HV7 a 0^i/7x 
fruKJSz'M*^) -4- ((4-/h^y7x-jV) -5-^5^ 

20 i H-tf^y-;i/^ffi^T, ##W6 3 tmm<D^mT°mmik&!®}*&f& 

1 H — NMR (CD3OD) 6 ppm: 

0.87 (3H, t, J=7.5Hz), 1.65-1.80 (2H, m), 2.07 (3H, s), 3. 35-3.45 (4H, m), 
3. 60-3.75 (3H, m), 3.73 (3H, s), 3.75-3.85 (1H, m), 3. 85-3. 95 (2H, m), 
25 5.00-5.10 (1H, m), 6. 70-6. 85 (2H, m), 7.00-7.15 (2H, m) 

#5£09 6 7 

1-X5M/-4- C(4-xh^3/7xn;W *3\>10 -3 - (0-D-^3 
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t£5 - 5 - **)V\d5V-)V 

3- (B-D-tf)l3hZ7J s sM**/) -A- C(4-<y^O#^7x 
-5->WI/- lH-H57-Jl/©ftbD£4- C(4-xh^ 
->7x-;|/) - 3- (3-D-^tf7/yM^» -5-*? 

5 ;i/-lH-t!77^K 1 -3-H7°an>0f^bD(C3-^x^>^^T, 

'H-NMR (CD 3 OD) <5 ppm: 

1.28 (3H, t, J=7.4Hz), 1.34 (3H, t, J=7.2Hz), 2.07 (3H, s), 3.25-3. 45 (4H, 

m), 3.55-3. 75 (3H, m), 3. 75-3.85 (1H, m), 3.90-4.00 (4H, m), 5.00-5.10 (1H, 
10 m), 6.70-6.85 (2H, m), 7.00-7.15 (2H, m) 

#%#(! 6 8 

4- C(4-Xh^v7x-;i/) -3- ($-T)-sfJl3¥7yz/)ljr 

15 3- (B-D-tfJV^Ey/z/llttis) -4- C(4 — -f V ^D^->7x 
x;i/) -5-*7-)V- lH-¥7V-)V<DlXiD*)\Z4- ((4-Xb* 

v7xx;i/) *9\>W - 3- (j3-D-^;i/nt°^yi/;i/^i/) -5-^^ 
1 h- tf ^7-;i/M^T> 6 3 <h|wimcD^T-^IB^'&#j^^ 

20 1 H — NMR (CD3OD) 6 ppm: 

0.87 (3H, t, J=7.6Hz), 1.34 (3H, t, J=7.1Hz), 1.65-1. 80 (2H, m), 2.07 (3H, 
s), 3.25-3.45 (4H, m), 3.55-3.75 (3H, m), 3.81 (1H, dd, J=2. 1, 12.1Hz), 
3.85-4.05 (4H, m), 5.00-5.10 (1H, m), 6. 70-6.85 (2H, m), 7.00-7.15 (2H, 
m) 

25 

#%0J 6 9 

1 -X7MI/-4- ((4-X?JV7x-JW -3- (/3-D-7>ntf 

7 j -5-y?;vb°^y-;i/ 
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3- (B-D-iffruVySz/JVttS/) -4- [(4 — f yyn^>7x 

7i-JW -3 - (jB-D-^l/ntf^y^l/^S/) -5-*5\H/ 

5 ##M 6 3 ilsf^cD^-cr^lBib^tl^^U^o 
'H-NMR (CD 3 OD) 6 ppm: 

1.17 (3H, t, J=7.6Hz), 1.28 (3H, t, J=7.2Hz), 2.06 (3H, s), 2.56 (2H, q, 
J=7.6Hz), 3. 25-3.45 (4H, m), 3.55-3.75 (3H, m), 3.75-3. 85 (1H, m), 
3.90-4.00 (2H, m), 5.00-5.10 (1H, m), 7. 00-7. 15 (4H, m) 

10 

#5f M 7 0 

4- ((4-if;i/7x-;w -3- (/S-D-W3tf^/'>;i/^ 

3- (fl-D-^i/stf^/v;^*^) -4- C(4— iv^uat^yy^ 
15 -5-^5 1 ;i/-iH-t!^y-;K^f^t»D(c4- C(4-x^;i/ 

7i^W -3 - (j3-D-^nif^/>';i/^^>/) -5-^;u 

£. 

'H-NMR (CD 3 OD) 6 ppm: 
20 0.87 (3H, t, J=7.4Hz), 1.17 (3H, t, J=7.6Hz), 1. 65-1.80 (2H, m), 2.06 (3H, 
s), 2.56 (2H, q, J=7.6Hz), 3.25-3.45 (4H, in), 3.60-3. 95 (6H, m), 5.00- 
5.10 (1H, m), 7.00-7.15 (4H, m) 

7 1 

25 1 3 - (j3-D-^;i/nlf y Jz/)\,3r*i/) -4- C(4--fV7°n 

l-a-HynA'XDftfo^n-^P^v^^ #fM6 3i|wj 

111 ©77 ^-e^lfi^tl £'n/&L'7£o 
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*H-NMR (CD 3 OD) 6 p pm : 

0.92 (3H, t, J=7.4Hz), 1.20-1.40 (8H, a), 1.60-1.75 (2H, m), 2.07 (3H, s), 
3. 25-3.45 (4H, m), 3.55-3.75 (3H, m), 3.81 (1H, dd, J=2.1, 12.0Hz), 3.91 
(2H, t, J=7. 2Hz), 4.45-4.55 (1H, m), 5.00-5.10 (1H, m), 6.70-6.80 (2H, m), 
5 7.00-7.10 (2H, n) 

##$J 7 2 

3- (&-D-jf)V3V7ji')Wr*F$') —4- ((4-^yyD^>7x^ 

;w - l— f V7 <, ntf;i/-5-^^;i/k°^v'-;i/ 

'h-NMR (CD 3 OD) 6 ppm: 

1.26 (6H, d, 1=6. 0Hz), 1.30-1. 40 (6H, 1), 2.08 (3H, s), 3.15-3.45 (4H, m), 
3. 55-3.75 (3H, m), 3.78 (1H, dd, J=2.3, 1 2.0Hz), 4.35-4.45 (1H, m), 4.45- 
15 4.55 (1H, m), 5.00-5.10 (1H, m), 6.70-6.80 (2H, m), 7.00-7.10 (2H,m) 

7 3 

4- C(4-IfW7i-JW *3-)V) -1, 2-ykFn-5-^- 
3H-f7«-3-t> 

20 4-JL^)V^O-J)V7)Vn~-JV (8. 3 g) Rtfh iJlWS > (6 . 
9mL) ©fh7kFa77> (2 0 OmL) MKl, ^^>XWrjl/!?p 

uh (3. 8mD * ovT~m%-i mmmftv, ^mmzzzLfc nzntz 

ft^HJ^A (60%, 2. 2g) Rt£TfeMI«;WI/ (5. 3mL) 01, 

25 2-$?/ b^x^> (2 0 ornD mnm\z$\i%.. 8 ox:n-\mtwvr£. 

MffT@*bfco a©bJH> (1 5 OmL) ®m\z\i h'r7>-7^l! (7. 
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2mL) SOtTlBtFWUco Rftfl^* 0 1C fcJ&flU 2£ 

telRFK^bfe. *rfflto£3tt«, *Rtf^*1*>TSfe}*U 4- C(4-X 

~;i/-3-^-> (i. 5 g) 

5 'H-NMR (DMSO-d 6 ) 6 ppm: 

1.19 (3H, t, J=7.3Hz), 2.00 (3H, s), 2.90 (2H, q, J=7.3Hz), 3.51 (2H, s), 
7.05-7.15 (2H, m), 7.15-7.25 (2H, m) 

7 4 

10 4- tt4-X?)Vtty*-)V) -5-*?-)V- 3- (2, 3, 4, 

4- ((4-lW7x-JW ;WW -1, 2-i?tFD-5-^fJl/- 
3H-lf7«-3-t> (1. 6g) WTth^Dt-a-D-^I/a 
15 -X (2. 9g) Ofh7kFD77> (3 OmL) H»*lc, (2. 

lg) cc-c- sis^ti^Tsy 

U'>/»8x5 1 ;i'=l/3) TffMU 4- ((4-Xfm7x-;i/) 
20 ;W -5-^^-3- (2, 3, 4, 6-T-h^-O-T-fe^-jS-D- 

^umf^/v-;^^^) - lH-tf^y-;!/ (1. 4g) 

'H-NMR (CDC 1 3) 6 p pm : 

1.28 (3H, t, J=7.4Hz), 1.88 (3H, s), 2.01 (3H, s), 2.03 (3H, s), 2.06 (3H, 

s), 2.11 (3H, s), 2.89 (2H, q, J=7.4Hz), 3.56 (1H, d, J=15.9Hz), 3.62 (1H, 

25 d, J=15.9Hz), 3.80-3.90 (IH, m), 4.13 (1H, dd, J=2. 3, 12.6Hz), 4.31 (1H, 

dd, J=3.9, 12. 6Hz), 5.15-5.35 (3H, m), 5.55-5. 65 (1H, m), 7.00-7.10 (2H, 
m), 7.15-7.25 (2H, m), 8.79 (1H, brs) 
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7 5 

4- ((4-IfW7x-^) -3- (fr-V-tnvm? ;is)V 

4- ((4-I? : Jl/5 1 t7x^) *?MW -5-^^-3- (2, 3, 4, 

5 6-xh7-o-7't5 1 ;i/-3-D-^;i/ntf7> r ^;i/^v') -lH-tf? 

(1. 3 g) <D*?;-)V (1 OmL) Mm\Zj-\>Vy&* h^>F (2 
8X^^y-;MS«, 0. 13mL) &un^ iSTlWI^bfe. s^ffl 

5/1) T?*I«U 4- [(4-I^W7i- 
10 ;W *?\>W -3- (|9-D-^l/nlf7/'>M^) -5-^-lH 

-tf^/-;u (o. 8 7g) 

! H-NMR (CD 3 OD) (5 ppm: 

1.24 (3H, t, J=7.3Hz), 2.06 (3H, s), 2.88 (2H, q, J=7. 3Hz) , 3.30-3.45 (4H, 
m), 3.60-3.80 (3H, m), 3.80-3.90 (1H, m), 5.00-5.10 (1H, m), 7.10-7.30 (4H, 
15 m) 

7 6 

1- ifOWVtt^tDVifr—M -3- (3-D-^3K?/^t+'» 
-4- C(4— f yyp#+'>7xn;W - 5 y 

20 3 - d8-D-^3fcr^7S>;U^i/) -4- C(4— rV7°D^i/7x 
*3\H0 - 5-*7)V- \H-\ZyV-)V (1. 3g) ©fh7tKD 
(3 OmL) mmzN- (1>V)l'tti/lJ)V#~)Vtt5/) 7*9 *s> 

-f ^ f (i. 6g) -BifejinM^bfeo fcfoM&mzu&TmmL. 

25 /~;w=io/i) t»®u l- -3- (/3 

-D-i»ntf^y -4- ((4— rv^o#*^7x-;w j*3=- 

M - 5-X^JV¥7"/-fr (1. 3g) 
1 H — NMR (CDC1 3 ) 5 ppm: 
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1.27 (6H, d, J=6.3Hz), 2.35 (3H, s), 3.45-3.70 (6H, m), 3.76 (1H, dd, J=4. 5, 
12.0Hz), 3.85 (1H, dd, J=2.8, 1 2.0Hz), 4.40-4.50 (1H, m), 5.30-5.40 (2H, 
m), 5.48 (1H, d, J=8.0Hz), 6.70-6.80 (2H, m), 6.95-7. 05 (2H, in), 7.25- 
7.50 (5H, m) 

5 

##097 7 

l- (^>v^k*^>#;i/fc;i/) -3- (6-o-xh^v*;^~;i/-j8 
-D-^3if5y^***» -4- [(4— ry^D^^7x-;p) 

10 l- i*>z?)V**>'ii)Vtf-)V) -3- (e-D-^3i;7;»* 
5/) -4- C(4— f 7tW*">7xx;u) -s-^^n^v*-^ 

(0. 2 0g) 02, 4, 6- MJ^WHf U5?> (4mL) Ml^nD^ 
mx^;P (0. 0 9 2mL) ZtiaX* MT?lBWSim,&. 

7A^P7h^77^- (MM : ^b^^k>/^^/-^= 1 0/1) 

TfMKU l- (^>^;^+>-*;^x;i/) -3- (6-o-ih^>M 
^x^-zS-D-^mtf^y^^^) -4- ((4-^v^d^>7i 
x;i/) - 5-^^;n£^y-;i/ (0. 1 7 g) 

20 'H-NMR (CD3OD) 6 ppm: 

1.19 (3H, t, 1=7. 1Hz), 1.26 (6H, d, J=6.0Hz), 2.36 (3H, s), 3.30-3.50 (3H, 
m), 3, 50-3.75 (3H, m), 4.10 (2H, q, 1=7. 1Hz), 4.25-4.35 (1H, m), 4.35- 
4.45 (1H, m), 4.45-4.60 (1H, m), 5.35-5.45 (2H, m), 5. 45-5.60 (1H, 
m), 6. 70-6. 85 (2H, m), 7.00-7.15 (2H, m), 7.30-7.55 (5H, m) 

25 

##M 7 8 

l- (^>s?;i/^'>*;i/*x;w -4- C(4->rv^ r P#^5/7xx;w * 
- 3- (6-o-/h^M^-i3-D-^t:7y^ 
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1 H — NMR (CDC 1 3 ) <5 p pm : 
5 1.30 (6H, d, J=6.4Hz), 2.43 (3H, s), 3.45-3.70 (6H, m), 3.78 (3H, s), 4.39 
(1H, dd, 1=2.2, 11.8Hz), 4.40-4.55 (2H, m), 5.38 (2H, s), 5.40-5.50 (1H, 
m), 6.70-6.85 (2H, m), 7.00-7.10 (2H, m), 7.30-7.50 (5H, ra) 

io 3- (6-o-xh^^;i/^-;i/-j3-D-^;i/3k°^y -4 

3- (fi-D-fffr3V5Si/frtt$>) -4- C(4— TV7°D^v7x 

-;w - i-^V7°nt!;i/-5-^^;i/tr^y-;v (o. iog) © 

15 2, 4, 6- hU^5 L ;i/t:U^> (lmL) Sftli^DD^ttx^ (0. 0 
7 2g) £JdA., SSlci-WL/fc. JR)6fi^«K:^x>BH7K»« (3. 
3g) RZfijcSJn*, ODS|SJf*f&tBi£ MI:^^ 

£fc*^U>/>*/-JW=l 0/1) T?*»bfc«, SISII (HftSAKft: 
20 BfflHx9 i JI//^U->= 1/3) &frV>3- 

js-D-wntr^y^^v') -4- c(4 — r y^o^->7x^w * 
- i— 'fv^ r Dif;i/-5-^5 i ;nf7V/-;p (o. 0 84g) 

'H-NMR (CD 3 OD) 5 ppm: 

1.23 (3H, t, J=7.0Hz), 1.26 (6H, d, J=5.8Hz), 1.30-1.40 (6H, m), 2.07 (3H, 
25 s), 3.25-3.45 (4H, m), 3. 60-3.70 (2H, m),4. 12 (2H, q, J=7.0Hz), 4.21(1H, 
dd, J=5.4, 11.6Hz), 4.34 (1H, dd, J=1.7, 11.6Hz), 4.35-4.45 (1H, m), 
4.45-4.55 (1H, m), 5.00-5.10 (1H, m), 6. 70-6.80 (2H, m), 7.00-7.10 (2H, 
m) 
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1 0 
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x^;i/S 
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! H-NMR (CD3OD) 5 ppm: 
5 1.26 (6H, d, J=6. 1Hz), 1.30-1.40 (6H, n), 2.07 (3H, s), 3, 25-3.45 (4H, m), 
3.60-3. 70 (2H, m), 3.71 (3H, s), 4.22 (1H, dd, 1=5.2, 11.7Hz), 4.35 (1H, 
dd, J=2.1, 11.7Hz), 4.35-4.45 (1H, m), 4.45-4.60 (1H, m), 5. 00-5. 10 (1H, 
m), 6.70-6. 80 (2H, m), 7.00-7.10 (2H, m) 

10 MM 16 

3- (6-O—fV 7?)Vtt*s%)V#~)V- 0 - D - if)VU fcf y J 
v) -4- ((4-fVyD^>7x-Jl/) 

15 ©*fetjs(iB{k;^»*^u&. 

'h-NMR (CD3OD) 6 ppm: 

0.90 (6H, d, J=6.7Hz), 1.26 (6H, d, J=5.9Hz), 1.30-1.40 (6H, m), 1.80- 
2.00 (1H, m), 2.07 (3H, s), 3.25-3.50 (4H, m), 3.60-3.70 (2H, m), 3.80-3.90 
(2H, m), 4.21 (1H, dd, J=5. 2, 11.5Hz), 4.36 (1H, dd, J=1.8, 11. 5Hz), 
20 4.35-4.45 (1H, m), 4.45-4.55 (1H, m), 5.00-5.10 (1H, 1), 6.70-6.80 (2H, 
m), 7.00-7.10 (2H, m). 

mmm 1 1 

4- C(4-<V7°a#^v7x^) *?)V\ -1 — f V7°U\i)V-<5-*3- 
25 JV-3- (6-0-7Dfcf^-;P-j3-D-^;i/3tf7/~>;k^>) fc^V 

-)\> 

3- {B-n-itfrnMJJz/frtt*/) -4- [(4-<y^n^>/7x 
- 1 V7 0 otf;p- 5-^^;nf^y-;i/ (o. iog) o 
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2, 4, 6- hU^^;i/tf'J^> (lmL) fllttfc 0 tf*--)l/# D »J 

H (0. 0 7 2 g) SlPA, 50#M^Lfc o EfcJ^Wfc^X 
( 3 . 3 g) RrfcK&Jn*., OD SSlttttlfe : HI®*, i§£B« : 

5 mm-.mt^vy/^^ j->v=i o/n tssl, 4- c(4— fv^n 

^y7i-jw *5P;i/) -l—ryyatf^-s-^^-s- (6-0- 
yntf^--;i/-j8-D- ^3k7;-/M^'» e^y-JMO. 0 7 4 g) 

1 H— NMR (CD3OD) 5 ppm: 
10 1.05 (3H, t, J=7.5Hz), 1.26 (6H, d, J=5. 9Hz), 1.30-1.40 (6H, m), 2.07 (3H, 
s), 2.27 (2H, q, J=7.5Hz), 3. 25-3.45 (4H, m), 3, 60-3.70 (2H, m), 4.18 (1H, 
dd, J=5.6, 11.8Hz), 4.30 (1H, dd, J=2. 2, 11.8Hz), 4.35-4.45 (1H, m), 
4.45-4.55 (1H, m), 5.00-5.10 (1H, m), 6. 70-6.80 (2H, m), 7.00-7.10 (2H, 
m) 

15 

mnm 1 8 

3- (6-o-7"fe?;p-/3-D-y;pnH^/^;^+>') -4- C<4 — f 

20 *B0#ireWEfc£*&£/fcLfc. 

'h-NMR (CD 3 OD) 6 ppm: 

1.26 (6H, d, J=6.4Hz), 1.30-1.40 (6H, m), 1.98 (3H, s), 2.08 (3H, s), 
3.25-3. 45 (4H, m), 3.60-3.70 (2H, m), 4.16 (1H, dd, 1=5.6, 11.8Hz), 4.29 
(1H, dd, J=2.0, 11.8Hz), 4.35-4.55 (2H, m), 5.00-5.10 (1H, m), 6. 70-7. 80 (2H, 
25 m), 7.00-7.10 (2H, m) 

MMM 1 9 

3- (G-0-7^))V-&-V-#)VU\Z7S*/)\,ttz/) -4- C(4 — f 
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v^n^->7x^jw - 1 —r yypt!;i/- 5-/^;^tf^y-;^ 
'H-NMR (CD 3 OD) 5 ppm: 
5 0.88 (3H, t, J=7.4Hz), 1.26 (6H, d, J=6.0Hz), 1.30-1.40 (6H, m), 1.50- 
1.65 (2H, m), 2.07 (3H, s), 2.15-2.30 (2H, m), 3, 25-3.50 (4H, m), 3.60-3.70 
(2H, m), 4.17 (1H, dd, 1-5.7, 11.9Hz), 4.31 (1H, dd, J=2. 0, 11.9Hz), 
4.30-4.55 (2H, m), 5.00-5.10 (1H, m), 6.70-6. 80 (2H, in), 7.00-7.10 (2H, 
ffl) 

10 

mm 2 0 

4- C(4— r V7°a#^r>/7x-;i/) *9\>W -1— i^y°uK)V-5-^ 
)V-3- (6 -O-^nn-ifr- 0-D-<¥)]/U¥y;is)Vjr*zs) tf^v*- 

15 7°ntf^n;u^PU H©f^i9ictf;tn<;i/7PU K£ffl^T«0!!i 7 t 
'h-NMR (CD3OD) 6 ppm: 

1.10 (9H, s), 1.26 (6H, d, J=6. 1Hz), 1.30-1. 40 (6H, m), 2.06 (3H, s), 
3.30-3.45 (4H, m), 3.60-3.70 (2H, m), 4.16 (1H, dd, 1=5.8, 11.7Hz), 4.30 
20 (1H, dd, J=2.0, 11.7Hz), 4.30-4.55 (2H, m), 5.05-5.15 (1H, m), 6. 70-6. 80 (2H, 
m), 7.00-7.10 (2H, m) 

mnm 2 1 

1 - Ih+^JtoV- 3 - ( 6 - O-lh + y^jJto- &-D — >f)V 
25 3 t°^^ >7M-*v) -4- ((4-Ifm7i^JW -5-^5^ 
;i/t£^7-J!/ 

4- C(4-X^JU^7xZi;i/) -3- (j8-D-^7>Ptf^y>' 

J^+y) -5-*<?)V- 1H-\Z?V-)V (0. 03g) 02, 4, 6-b 
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U*3\>HfU5>> (0. 5mL) Uttfc^nn^ftl^ (0. 021mL) 
-o-xh^i/^;i/^-;i,-/3-D-Writr5y->ji/^v) -4- C(4- 

iwt7i-jw *3\>w -5-^^;i/tf^y-;p (o. 0 2 3 g) 

'H-NMR (CD 3 OD) 6 ppm: 
10 1.15-1.30 (6H, m), 1.39 (3H, t, J=7.1Hz), 2.37 (3H, s), 2.87 (2H, q, J=7.3Hz), 
3.35-3.50 (3H, m), 3.60-3.80 (3H, m), 4.12 (2H, q, J=7.1Hz), 4.29 (1H, dd, 
J=5.3, 11. 9Hz), 4.35-4.50 (3H, m), 5.50-5.60 (1H, m), 7.10-7.25 (4H, m) 

»#I2 2~4 3 

15 mmm2 1 tmm(D^mr^r^mnit^^r ) ^2<D^ i ^^Lrco 




20 
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- (ih^y^MzM^y^^W -4- ((4-^fJl/ft7iZJl/) ;* 

3- (iS-D-^i'ai;?;^*^) -5-^^-4- cu-^wp 
?t7x-;w ^^;w - i H-tf^y-;p (o. iig) o* (o. 5mD 

5 ifttfX*/-^ (0. lmL) mmZs *M7^rtH (3 7X**?fc 0. 
0 6 8mL) 4 0 < CT3Hra&#Lfc. R*ffl^«HCT"h9t H07 

MSLfc. g§§£2, 4, 6- HJ*^;i/tfU v> (lmL) fciWKU 
□3=11X3^ (0. 0 9 9 g) £Jn?L, ^Ur-mMWLTco KlfcMtrWW 
10 x>m-7K» (4g) RWk&HQZ., ODSIlilHS (8fe*fNSi&: 10% 
#x>gK Jgffl»iK: T?«8Sbfc. ^SiCvU*^>* 

7i.^07h^7^ WI:I<t^l/>/^;-Jl/=l 5/1) 

TlfllU 3- (6-o-xh^>'*;i/#x;i/-j3-D-^;i/ntf^/^;u^ 

-1- (xh+y^M-M+y^^W -4- C(4-^5 t ;V5 t *7 
15 xXJl/) ^^;W -5-^?JH^7y-^ (0. 0 5 8 g) 
'H-NMR (CD 3 OD) 5 ppm: 

1.23 (3H, t, J=7.1Hz), 1.26 (3H, t, J=7. 1Hz), 2.18 (3H, s), 2.42 (3H, s), 
3.30-3.45 (3H, m), 3.50-3.60 (1H, a), 3.63 (1H, d, J=16.0Hz), 3.70 (1H, 
d, J=16.0Hz), 4.13 (2H, q, J=7.1Hz), 4.18 (2H, q, J=7.1Hz), 4.28 (lH,dd, 
20 J=4.8, 11.7Hz), 4.39 (1H, dd, J=2. 0, 11.7Hz), 5. 25-5.35 (1H, m), 5.80- 
5.95 (2H, m), 7.10-7.20 (4H, m) 

HHM4 5 

l-7±^-)V-4- C(4-X5^;V^7xXjV) ^)V) -3 - (j3-D-£f 
25 -5-^)^7V-)V 

4- ((4-lWt7i-jW -3- (j3-D-^;mtf^7v' 
;i/^-^r-» -5-^;V-lH-lf7l/-^ (0. 4 1 g) ©rb7hF07 
7> (1 OmL) mmz.. %m (0. l lmL) Rtf&zkSBft (0. l 8mL) 
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sin*, Mur—mMWLtc. R&mztfimTWffiVs nmz^x9-)vx~f 

xx;i>) -3- (fl-D-iWaif^/^M-*^) -5-*^;i/lf 

5*/— ;u (0. 3 6 g) 
5 'h-NMR (CD 3 OD) <5 ppm: 

1.24 (3H, t, J=7.3Hz), 2.43 (3H, s), 2.54 (3H, s), 2.89 (2H, q, J=7.3Hz), 
3.30-3.50 (4H, m), 3. 60-3. 75 (3H, m), 3.80-3.90 (1H, m), 5. 45-5.55 (1H, 
m), 7.10-7.30 (4H, m) 

10 mmm4 6 

frttz/) -4- ((4-1^^71-^) -5-^^;nf^i/- 
)V 

l-T-fe^-4- ((4-X^V?t7x-JW pWK) -3 - (/3-D- 

15 *f)ln\±7;i/)ljr*^) -s-*9-JWd^/—)V (o. 0 3g) £>2, 4, 

6- hU^^;i/tfUv> (0. 5mL) i§»^DD«Ifj|/ (0. 0 12 

mD ^ur-mmwhrc fcfoM'&mzi o*£x>«#*« (5 

mL) i£JM&S*8D, 10%^I>W1R 

20 ^;mbf^y->;i/^v) -4- ((4-x^t7x-jv) -5- 
/^;nf^^/-;i/ (0. 0 2 0 g) 

'H-NMR (CD3OD) 5 ppm: 

1.20 (3H, t, J=7.2Hz), 1.24 (3H, t, J=7.4Hz), 2.41 (3H, s), 2.55 (3H, s), 
2.88 (2H, q, J=7.4Hz), 3.30-3.40 (1H, m), 3.40-3. 50 (2H, m), 3.50-3.65 (1H, 
25 m), 3.65 (1H, d, J=15.8Hz), 3.72 (1H, d, J=15.8Hz), 4.05-4.15 (2H, m), 4.27' 
(1H, dd, J-6.3, 11. 7Hz), 4.42 (1H, dd, J=2.0, 11.7Hz), 5.40-5.55 (1H, i), 
7.10-7.30 (4H, m) 
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Mt&ffl 4 7 

3- (6 - O-X-b^/tiJltf-lV- P -D-tf)l3\dy y i/M**s) -4 
- C(4--fV^P^^'>7x-;0 -5-*?)V-lH-¥yV-)V 
1- i'OWVtti'tUVtf-M - 3- 
5 j3-D-^;i/ntf^y ^M**/) -4- [(4— r yi/D^+5/7x=:;W * 
5MW -S-*=?)]/\i7"J-)V (0. 17g) ©fh7kFD77> (4mL) 

5A£p*?l>^7 7-f- ($ffl»&: £fc;< 3^ -;W=1 0/1) 

io Till, 3- (6-o-xh^>'*;^-;i/-j3-D-^;mtf7y i/)V* 
tf^v-;i/ (o. i o g) 

'H-NMR (CD 3 OD) (5 ppm: 

1.23 (3H, t, J=7. 1Hz), 1.26 (6H, d, J=6.0Hz), 2.04 (3H, s), 3.30-3. 55 (4H, 
15 m), 3.61 (1H, d, J=15.9Hz), 3.67 (1H, d, J=15.9Hz), 4.12 (2H, q, J=7. 1Hz), 
4.27 (1H, dd, J=4.9, 11.7Hz), 4.38 (1H, dd, J=2.0, 11.7Hz), 4.45-4.60 (1H, 
m), 5.10-5.20 (1H, m), 6.70-6.80 (2H, m), 7.00-7.15 (2H, m) 

£16094 8 

20 4- C(4— r V7°n^y7iZJV) *3-)V) - 3- (6 - O- *h*z/%)V 

^-ji/-/3-D-^;i/ntf^y>/;u^>/) - 5 iH-t!^\/-;p 

1- (^>^M+y^J^-jW - 3- (6-0-Ih^yM»- 
/l-D-^3K5;^I/t+'» -4- C(4— <V7'D^5'7x^W * 

25 -4- c(4— fyyo#^>7x=;w -3- (6-o-*h^># 

;V - 0 - D - 7*;i/P tf 7 J ffrtti') ~ 5 - * t£ y y-;]/£JB l> 
'H-NMR (CD3OD) 6 ppm: 
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I. 26 (6H, d, J=5.9Hz), 2.04 (3H, s), 3.30-3.55 (4H, m), 3.61 (1H, d, 
J=15.9Hz), 3.67 (1H, d, J=15.9Hz), 3.72 (3H, s), 4.28 (1H, dd, 1=5.2, 

II. 7Hz), 4.39 (1H, dd, J=1.8, 11.7Hz), 4.45-4.55 (1H, m), 5.05-5.15 (1H, 
m), 6. 70-6. 80 (2H, m), 7.00-7.15 (2H, m) 

5 

MPJ1 

h b s glt 2 mmBmfcmmmm 

1) khSGLT2W7X5 P<?$-(D{m 
SUPERSCRIPT P r e amp 1 i f i c a t i o n syste 
10 m (G i b c o-BRL : L I FE TECHNOLOGIES) ^ffl^T, 
k hi 1ft*© total RNA (Or i gene) ^'J^dT^^7 
<7-tL«?b, PCRiiijilfflcDNA^-r^^U-^^bfco ±SB 
thfcDNAM^7 U ~-*MMt bT> IB^J#-^ 1 02 "e^nSTIB 
(DjrVzIZZU^FO 7 0 2F0O 7 1 2 R£75K V-tJSK PCR 

NADfit^^P-— >^iB^#-pCR-B lunt (Invitroge 

n) \zz<d*v h<Dmmm\zm*7'i5 ! -i'3>Lrzo %m\z&vMmHB 

1 0 lmzmAbtc^ MfeM$£#7"T-f i/>5 0 ug/mL^tSLB 

20 U @B^J#^3 W4T^$n§TIB©^Urf^^l/^h% 0 7 14F&£ 
#0 7 1 5R&^7-r"7-tUTffl^PCRRjSCi0khSGLT2S3- 
F-r*DNA»fM-*«l«Lfc. iifiSnfcDNA»fM-*lfBIW*Xho lW 
H i n d I I I T?$8ftL,&&, Wizard Purification S 
y s t em (P r ome g a) fcADttttbifc. £<D»®l<fcDNA®rH-£S!!! 

25 £ft®aftf$^B^*-p cDNA3. 1 (-) Myc/His-B (In 
v i t r o g e n) ©«T3fl'J»»mcto&^ S&tcfc 
HB 1 0 l^lCiALfct, MnfcWfc%7>¥z/V>l 0 0 /* g/mL^t 
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U ^^-pcDNA3. 1 (-) Myc/Hi s-BC7J^D-r> 

^mznx^ntzDNAm^(Dm.&mm^m^rc a we i i s s^dto 

£tlfckhSGLT2 (Am. J. Physiol., Vol. 2 6 3, pp. 
4 5 9-4 6 5 (1 9 9 2)) fc*lU £©7 D->»1 ^SOfi^ (4 3 3# 
5 @©-rVD-ri/>^n-h*1-SATC^GTClC@^) ^tbT^rc, Il<D«g 
314 3 3#g(D^S©^VD-<^»^nU>tH^tfc^P->^#fc„ 

SM'&ftLfchhSGLT 2 &5B!Bf -5:/5X$ H^#*-£KL 2 9 £ Lfc„ 

10 S^Jft^l ATGGAGGAGCACACAGAGGC 
@2^J#^-2 GGC AT AG AAGC C CCAGAGGA 
@3^iJ#^3 AACCTCGAGATGGAGGAGCACACAGAGGC 
ffi^J#"^4 AACAAGCTTGGCATAGAAGCCCCAGAGGA 
BJ#I##5 KLGPEQKL I S E ED LN S A VDHHHHHH 

15 

2) khSGLT2-j8tt*a«llia©»l« 
k hSGLT2fgS7°7X5 HKL 2 9^tI«}C<kDCOS-7« 
(RIKEN CELL BANK RCB0 5 3 9) fctAUc. 
tttti?— I I (Bio-Rad Laboratories) £JB 

20 K OPTI-MEM Ugl (Gi bco-BRL : LIFE TECHN 
OLOGIES) 5 0 0 wLfc*fLCOS-7«2 X 1 0 6 fi<hKL 2 9 2 
0/ig^tPO. 4cm^yhrtT?0. 2 9 0 kV, 9 7 5tfFO*#T 

llmLOOPT I —MEM lM»^«Lfc„ ^*IS»^9 6 
25 C7.x;P7"U-h©l^x;PSfeD 1 2 SAtLT^abfc. 3 7°C, 5%C0 2 
©fc#T-Hft#*Ufc«» 1 0%^v-^jfD.« (HftttUI), 1 0 Oun i t s 
/mL^>"J>Gth , J I )A (G i b c o-BRL : L I FE TECHN 
OLOGIES), 10 0^g/mLliXM/^K-f'» (G i be o-B 
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RL : L I FE TECHNOLOG I ES) &£tTDMEMJ§*lfc (Gibe 
o-BRL : L I FE TECHNOLOGIES) S 1 ^x.)VhtcK\ 1 2 5 

5 

3 ) ^jw- a - d - tf 9 y Hut o a^BaiFffittoajE 

M^b^^v^^X;i/^+5/Hlc»L, M&^ffl!f« (14 0m 
Mife-fb^hU^A, 2mMliWJ^, lmM*ft*^->9A, lmMitfb 
T^*~>^£> 5mM^^;l/-Q!-D-^;mtf^/~>h\ 10mM2- [4 
10 - -l-tW^x;W X*>x;M*>R, 5mM 

h'JX (tHD^^fJW 75/**>£^tr8N«SpH7. 4) T^U 
lfi^ttW£fl!®lft#£ Lfc. t h S G L T 2 -jitt^lC O S - 7 ttU&©lg 
i&£Bfc£U 1 ^xJ^fcrJiffllfflgSfft ( 1 4 OmMlftn 'J >, 2mM 
mtt) U V £, 1 mMig|W;k>^A, 1 mMSftT^^^A, 1 0 mM 2 

15 - C4- (2-t hp+s/x^;w - i-^y-J^M x.?>x)V*>Wt, 

2 o o fi lap*., 3 7-cti o»su&. m&mmMWfc&Wkh, mm 

n-»flfftt*2 0 OtfLiP*., 3 7T;T1 0#«®Lfc„ f^Lfc^5 2 
5 //LiC7 /iL(Z)^^;l/- a-D- (U-14C) ^^7/'>H (Ame 
20 rsham Pharmacia Biotech) mjg^U Mi 

h U ^Ai^^T 1 4OmM0llb3 U >£^frSMD&^M£fflli«£ 
I^SfcWSLfc. silllW^ISL, M£ffl#I«£l£x;i/&fcD 7 
25 5 *z L-ToiJP^. 3 7 'CT 2 Pf »»L-7t 0 $J£fflll«£|!fc£U »fflH« 
« (14 0mM»UX 2mM^k*U^A, lmMifWJW>^i, 1 
mMiftY^y^A, 1 0 mM^f^- a -D -tfJbu t! 7 J ~> H> 10m 
M2- [4- (2-tFD^>XfJV) -l-^7y-)W x^>7JMn> 
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m> 5mMHJ7. (kHD^>^fiW 7$;/^>mifIpH7. 4) 
£ 1 Ox.)l$>fc<0 2 0 0 n LT^iP^.T<lr|^*bfec £©}$fc$Mfft£$e>fc 
2®ffV\ 0.. 2mo 1 /L7k8MfrfhU£A£l£x;i/&fc9 7 
ifl&*fflJ!&*'*r»fbL&. *m«£fc!37V-h (Packard) fO£U 
5 1 5 0 /zL©"7-T ^DS>>^4 0 (Packard) &Ua%.V( 
zsy^V-issyhVy?- Yv^^>Y (Packard) 

o%£u #9j&#a©5 o%pi*f (ic 50 ffl) &m&-®m&m* 



15 



20 



25 
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I C 50 # (nM) 


3 7 


18 1 


3 8 


4 4 1 


pm>i 3 9 


3 4 6 


4 0 


7 0 2 


#%M4 1 


18 5 


##M 4 5 


8 4 


##M4 6 


5 0 9 


###J4 7 


4 4 1 


#%M 4 8 


6 7 9 


##0iJ 5 0 


4 15 


##M 5 1 


3 8 3 


5 4 


8 3 5 


##M 5 7 


2 8 0 


5 8 


19 0 


#%0<J 6 0 


6 3 4 


##0(J 7 2 


3 6 9 


WAY-1 23783 


>1 0 0 0 0 0 



»J2 

5 i) m&mftumz£zmtommmn%ikfc<Dftm 

3aMd*tl/T-««ftl/fcSD*7y b (S#^l/7, *ttt 5 14 
0~17 0g) SfflVifc. K»ft^ft6 0mgfc»U X^y-JH. 8mL, 
^'JX^I/^'J^-JHOO 7. 2mL*W4iM*9mLC!)SI^ , C 
Jn^UgfPU 3. 3mg/mL«|§IIlfc. 7«^0ftl«U » 
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ft^«8«S3mL/kgOffii (lOmg/kg) «iTilII^S4 
SbmM\tm&mfo%L J *&2, 5, 1 0, 2 0, 3 0, 6 0, l2 0fttLTc o 

5 

2) inBl:J:5lWillfflt#©ffS 
^Mtl^bT-BM^bfeSD^^^ h (S#^ l/7> »45®^ 14 

0-170g) ^fflVifeo Siifb^^ffi'W t bT 1 m g/mL J: 
■5 fc 0 . 5 %#;i^~>^5P;H?^D-7^ h U ^A7KMCW^rc«^? 
10 C0^#T^-C!l?S-e^^Vi*^«ra{b^#l^«i4*^<i:L,Tl 
0 0mg/mL(:^^J;5l:i^;-Jl/Wl, 9 9fg«©0. 5%#;M^ 

iJ£U ±IBM^b-&«^l OmL/k gCDffl* (W^UlOmg 
/kg) T«P$#L£o JjgP&^te^ hJT/>x£J;tf 2. 5mLy'J> 

15 9*m^xft~ofc a mMmimo^mi 5, 30, 6o> 120^^1x2 

3) M>yomm<Dm%. 

frbfttm.* /-frmz&mioi.ffiTTmmnmLfto &mm 3 0 0 u lt 

tRU ^©3 0 AiL^HPLCMAbfeo ifo^WSKtHP L Cfefc «fc 
DETFOftfrfcTatebfc. Milted >^«0. lmL«Ct 

*7A:Develosil ODS-UG-5 (4. 6X 2 5 0mm) 
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: 7irhrh'J;V/10mM'J>ii«I (pH3. 0) =2 2 : 7 8 
(v/v) 
#5A^g : 5 Ot: 
0iE* : 1. OmL/fr 
5 if$S:UV2 3 2nm 

^&B) 

±fBl) fc<fcD#&tt&JiiL*5 0 /iLlC^Cf ^ISSM 

illi2 0 0/iL«l> ^"©1 0 ML^LC-MS/MS{caALfCo JftL 

15 J^bfco 

LC 

j]7A:Symmetry C 8 (2. 1X2 0mm) 
Sftffi : Tirh-MUU/O. 1 %fHtt*&&= 6 5 : 3 5 (v/v) 
20 #^£j&g:4 0°C 

: 0. 2mL/# 

MS/MS 

^ft«:ESI (Turbo Ion Spray), iE^t>ftlllt-H 
25 ^t>X7V-lJE: 5 0 0 0V 
fc-^-tfXi&g : 4 5 OK 
3'J^3>XW-: 17. 5 V 
TJl/^^^-mjE : 2 3 0 0V 
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*>Z7U-%zmm : 7 0 0 OmL/^ 
*U^*?—H7, : 1 1 B I T 

: 1 1 B I T 
nU^a : 4 B I T 

5 

ft, /Vf*7^-f ^tfUx-f- (%) \%. ^feAX«^BCJ;0#e>nfe 
«Pf3©jfiL 0, Pharsight Corporation^: 

SWinNonl in Standard £jBV*T, t*lfc{t^tl©MMfi$ 

M«/JlMl*lK-^T©lftL' : P^liJt-Rt^ft^Tffi«) x 1 0 0 
15 [*4] 







/mrrn (%) 


1 


B 


2 7 


mmm 1 5 


B 


2 7 


MM 1 6 


B 


3 2 


MM 4 7 


A 


1 5 


»j4 8 


A 


1 1 


&mm 3 7 


A 


0 



mmm 3 

*»»«tbT-|ftiie*bitSD»7y h (B*SLC, It'l47jlft^ 2 0 
20 2~2 2 1g) ^ffiVifco »^t&2mg/mL fc&ScfcSK: 0 . 5 
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5 ^)V±JVU-^i- b U £AtK$$£T«U 0. 6, 0. 2mg/mL©# 
JME©«»tt&W«Lfc. 77h0#:i«U K»^«»»*S5mL 
AgOfflKl, 3, 1 Omg/kg) TfiKn8!#L&. *JjB3M8te0. 5% 
*;U^'>^^;Hr;i/D-X^ h U CA*»»©*&5mL/k g ©JBMT^ 
«PS-£i£&K:4 0 0 g/L^l/a-X*«5mL/kg© 
10 ffl* (2g/kg) THiPtfl!4bfc. ftPa#J47yhffir/>T*«k^2. 5 

^ttfc. m^7^> mmzmmv, mquz^nzym-zmmzm 
15 mm) cT^ii/fc, ^^;wp-x*s*<fcws*>5 2 4i^w^© 

#:fi 2 0 0 g $>tc <0 (OmmmOk^Hbit. f©8*W©S 5CDlDTc5 
[*5] 





(mg/k g) 


mmmmm 

(mg/24fi3%1/200g#:fi) 




1 


1.6 


mmm 1 


3 


2 8.3 




1 0 


12 7.5 




1 


1. 7 


H^J 1 5 


3 


3 6.8 




1 0 


16 7.3 
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KIM 4 

itt4»ICR|TW (0*SLC, 2 0~2 5g, 1#5W fc4U# 

5 ^^JP^TPimbfeSlW (2 0 0mg/mL) ^10mL/kg (2 0 0 0 
mg/kg) ©fflSTSP&^U 2 4raig^Ufco *©ISJ&fcmT©^6 

Dft6] 





5EtM 


8 


0/5 



7 J *s)l** 9 s t: 5 ^/-;HJI#fr nTM*^: t h S G L T 2 igftlfig 

20 r@2?i]g7 U -t-^x hj 

E3*J##4 : ^DNA^7^T7- 
25 @B^J##5 : h h S GLT 2 0*J^^i/«77->^SM^lfe^7' 
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1. HBS£ 




5 (a+aRHafcJWK^ M7JWHSfd^D F7-^«t5S?$ 

q & «fc ut \t a % & a>-:£)&*-«5£ 




io fii7ji/+j«, fgs^wi/^s, ap«»t;w 

^HtfcttAoyvl^^t), fib, R##*K^S;fcfJtt!R7;i'*;i/* 
15 2. Ttft— tt£ 
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5 ca^oR 1 ^**©^ &R7)V*)\&, <BR7'>;w», {S^T;i/n^->*;i/ 



4. T^Hftj* 



20 (^©P 1 14**18^ te»7$/;V** <S«R7Jl/3^^ffi»7'>JVS. &l7 




OH 
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5. 



;u#-JM£»7S/;i'26, i£»7;pn+^*;i/3|5-;ps*fcttfi»7^3^>'<s 

»7;U3 + S/*;^-;l'S , T?*5) W«7f+Jl^ 
6. T 2 #HH!S; 





OH 



10 
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7 . — *jl§!5S 



10 ^-^ifi—WcA 



tl^XhX), M«7M;Hlr*D, R 21 m&M7)l*)V&. 1&M7 

8. t 3 ^-!^ 




Ft 



,11 





OH 
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9. 



©it«i«xtttt^^n3Ror;i/+;p»T?» t> > r 22 \*mm§k 1 ~ 4 ©a^x 

10. T 4 J&«-«l5t 




5 
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1 1 . — '$£5$ 



10 Q 5 iU:tfT 5 «££53&w£#HR3£ 



(^©p 3 iiii7'>j« *fctt<£»7;m+'>*;i/#-;PST»5) t-S£ 
n&*T& o , «^st$c 1 - 3 ©ie«ttxtttt»^n!R©7;p+;pST?» 

0, R 22 tt«**1^4CDit*«Xtttt^^ntt07;WW«, M*^l~3 
15 ©a«ttXtttt^n«©7^3*'>3£*fcttR*» 1 ~ 3 ©it«Xte&# 

12. T 5 3&5-JRS 




R 



,12 




OH 




OH 
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5 

13. 4- C(4— ' f V7'n^y7i-JW - 1 — VJ~7u\d)V— 

3- (6-0-* h*^*;i/#r:;W-/3-D-^3lf7/">;P^*'» -5 

-^;nf^A-;k 3- (6-o-xh^->^;i/fc;p-3-D-^;i/3fc! 

-4- ((4-^y7°D^y7x^JW -1— <V 
10 -fu¥)V- 3- (6-0--fV7*0^y*^;i' 

-fl-D-^io^/^M-^vO -4- c(4--tv^d^^7x-;w) 
-i--rv7°nt: o ;i'-5-^^;i/tf^i/-;k 3- (6-0— r y 7 

h^rV^^^n^-jS-D-^l/nh 0 ^/^;!/^^^) -4- C(4— rV7°P 
^y7i^) - 1 — -TV^Ptf^- 4- 

15 ((4-1^1/7x^1/) *3S>10 -1— rV7°Otf;P-3- 

3- (6-o-xh^v^;i/#-;i/-i8-D-^;vnt:77v;^+^) -4 
- C(4-x5 1 ;i/7xx;i/) -l-^vJn&i-s-tTil^yV- 
;k 4- C(4-x^jU7xx;u) - 3- (6-o-^y7°nl^ 

20 ;i/^-;i/-/3-D-^;i/3tf^y->;P^^) - 1 -^vfu&v- 

;kH?v*-;k 4- [(4-xfji/7i^) ^jio -3 - (6-0— rv7 
h ^ ;ktf x;i/ - 0 - d - ^;vp tf 7 / ^kt* >-) - 1 - y 7 p tf ;v - 
5 -*^;khf^y*-;k 4- [(4-xh+~>7xx;u) jWM -i—ivzf 
Ptf;i/-3- (6-0-^ h*5y*;i/^x;i/-j8-D-^;i/Ptf^y>/;w^ 

25 -5-^^;Hf7i/-;k 3- (6-0-Xh^r^^;l/fc;l/-j3-D- 
^3lf5;'>M+'» -4- C(4-Xh^'>7x-;P) -1— f 

y^otf;v- 5 -^^;vt°^y-;k 4- ((4-ih^y7x-jw *3MW 
- 3- (6-0 — r y7o^^r'>*;^x;i/-j8-D-^;uptf^y vjk^* 
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ji/) **?m -3 - (6-o--rv7>^^;^^;i/-3-D-^;i/3tr^ 
y^M-*^) - 1— ry^ntf;i/-5-^^;nf7 % /-;k i— rv^otf 
;i/-3- (6-o-* h^^;i/fc;i/-/3-D-^;i/nk°^y 

5 -4- ((4-^h^>7xZjP) *3\>W -5-^)V^7V-M 3- (6 

- o-xh^^Jtoi/- i/)i>**i/) - 1 — f y 7° 
□ tf;i/4- ((4-^h^>7z-ji/) *?\>io -5-^^;i/-tr^y-;k 3 

- ( 6 - o— f y 7d^+ j8 -d - 7>n if ?y 

-l— i , y^ntf;i/-4- ((4-^h^>7ir;i/) -5-*9\>H£ 
10 ^y-;k 3- (6-o— ry7>+^;^-;i/-i3-D-^>nh°^y v 

- 1 — f y7°Ptf;i/-4- ((4-^h*->7x^) ;WW -5 

-pwnf^y-;k i— (v7a&v-3- (q-o-* h^XM-iv 

- & -D-?)V^\Z? S -5-*3\>l/-4- C(4-^5 1 ;i/^7 
x~;i/) tf^y-;k 3- (6-0-Ih^>M»-|3-D- 

15 ^3K5/'>JVt*V) - l—fy7°atf;i/- 5-^^-4- CU-*^ 

Mt7x-jw *j-m tr^y-jk 3- (6-o--ry7°p^->^;i/^ 
^-j8-D-^;pntf^y^;i/^+i/) - l — <y7ut!;i/- 5 

4- [(4-^^W7x^JW fcf7V*-;i/*<fctf3- (6 - O — f 

y7h^v*;v^-;i/-j3-D-^;unii^y i/frtti/) -1— fy7ntf 
20 fr- 5-^)1- 4- ((4-^wt7x-;w t??y-;k^e>& 
si^ogftan*, w^i 2iB«©^;i/3tf^yi/;i/^i/tf^y-jufi 

14. 4- ((4-^V7'D^y7x^) - 1 — -f 77*0 tf^I — 

25 3- (6 -O-* h*z/%)\stf-)V-&-n-ff)Vu¥7;^)\,**i/) -5 
-^^;l/t?^y*-;K 3- (6-0-Ib^y*Jl/«- j8-D-:?;kat: 

^/~>;kt=^» -4- ((4-^y7n^5/7x-;w *9Mio - 1 — r y 
7°Ptf;i/- 5-y^;i/tf^y-;k 3- (e-o-^y^n^^^ 
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-p-D-tfjVnhZ?;*/)^**/) -4- C(4— f y^D^->7i-JW 

y^h^rv*;i/fc;i'-i3-D-^>atf7/v';i/^^) -4- C(4— -fv 
^□^i/7x-;v) - 1 rv7°ptf;i/- s-^^tf^v-;^ 

15. 3- (6-o-xh^v^;i/^-;i/-j3-D-^;i/3t°^y>;^^ 
-4- C(4— fy^o^S/7iz;W *j-M -i-<iv7u\Z)V-5 
10 -^?;nf^y-;K 

15 17. t h S G L T 2 *£ttK&£F8n?ife 1 6 iBftOEyft&jftfe. 

1 8. J«j|ii«igK:jBE3T*^Ji©^B&XttJ&«aiT**flr*g|l 6X[J17 

20 19. ^MifcgBt§ii^tIS, f^lf^fl« Wfe S-f> 
X'J>M> ttftWSft, JftJURjfiLSDg, Sinl/X^D-;i/jfiife WhU^U-fe 

25 

2 0. K«ife(c@ST§^B^*^Ta5§, M$m 9£ft0l£&&Udg 
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5 m. 

2 3. fcPS#»»*C»*l»*JSl 6-2 2f2m©IS^IMtlo 

24. w^i~i 5tB«fe©^;i/3if^y^;i/^'>if^v'-;i/llW^fe 

15 ^©ll^WlI^^tl^I©^. 

ftSfctt-toiia^WfcM^nsift, (b) >x u >«stti«9iai, 

^vJW^7W— fe?I ii^s, v^7^7;w^7W-if I VISI, 7°o 
7>3-7-6-*X7 7^-irlI§l£> 7;U7 X- £7^7,7 7* 

-ifga^m> tf;vtr>!?xfc nay?— MS** Mr§r£Pi^ii> D-^-f 

25 P-iVvh-;k ^'Jny>«iW- £-3 EM, {fJlXd^i? 
^H-l, ^;i/*zf>#^7°^H-l»^ 7*;i/*^>#^7°^K-lTrf 
;i7K 75'J>a»ft, 75U>7^~7K F-7MtcI£ 



Patent provided by Sughrue Mion, PLLC - http:Zftww.5ughrue.com 



WO 02/053573 



PCT/JPOl/11348 



109 

^NF-zcBiam mnrnmimmmmm, N-7±7-Mt-a-v>?b 

5 ^>tPJ{£> 9U^>> 5-tHn+y-l-/^t^>KX EGB- 
7 6 1, t'^q^k xnf^yF, Y-12 8, tHn^>^fMM 

10 PJM«lg, U /X—fe?lfiSF3BL 5 ^ D V- A h U ^ U "fe U F h <? >X 7 r -7° 

nf-f>pm U^^v'^- ifPl^ *;i/-^>A°;i/$ W;H^>x 

xxk ?u»is, #;w*>*A#aa*, M^wra, ^mnmmmm, * 
25 2 8. w^i~i 5tm(Ddf)^^yy-»^^yE^v-)vmm^rc 

;i/#=f >M7>^3'nx K -f >X'J >g«^-if$iJM> h U ^X 
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y?- a yy *7 7 r 7 — if- l B 7* i) n y * y 7 -if M 

& 7>3-7-6-*77 7 7-1flfl«lil> 7JI/7 h~7-tf7*77 77 

3^-1, tf)Vfiziym^y^^-imm^ #)VU3>&*7'w-i7zi 

10 

2 9 . flfjfcJg 1-15 fBi£©7>n tf 57 ~>;^^r^h°57";Pfl##:^fc 

mwmmm. t? #71-4 m-, <>xu>#»ffim -f>xu>«8u 7* 

15 tf I I ^7°5P^;^7W-if I Vfifti, 7°o 

f-f>fo^»^77^- if- 1 bimh, ^U3y>*x*u9— ifiaiF 

& 7>n-7-6-*77 7 7-ifPl*lil> 7^7 h -7~t:7*77 7* 

cK 7 > h-;k 7*U nVy&fflm*1-~V- 3 7;i/#^>m^7 
20 ^H-l> ^*rf>^7^H-l»^ 7>#rf>$K7^K- 17rf 
~7K 75U7 75U>»#:^i;tK75U>7zf^7h^^^^^ c fcD 

3 0. ff^l-l 5mm(D^f)VU}fy 7 is)Vttz/\Zy>/-)l>mmfc&tt 
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5 ^vjw??-?— e i nam w?W)v*w?-* if i va#n, :/p 
io ^h-i, ^f)vts lym*-?? f - i mm fa, ^wj>i^f-i7J 

iHPl^ &*»{fc;g<»£$lfia$i, •/P5 i -r>^^-ifCPl^, r-75 

3=->g|J&ft\ 7U^X l-*3^k^>b-f X EGB- 

7 6 1, H^P^k 7Dt^/F, Y-128, T>5?*t- 

20 & X>H-feU>SSift»*a**> X>HtU >^7>^^ h*<k^ 
fiJS^^^a# c kDjl^$tl§ / >^< ife 1Scd»JT^0. fl&jfiSfSEfcjg 

3 2. ffc£jgi~i 5 tm.O!f)Vn \L?J S'Jl'^S/lf 5 y-;P8tS#*£ 

v^-x >~> > 1 1 &&m&ifcmfr ztJLZ>ffi£<o ti&'jn* <t%i mom 
are*** w*«3 imm^mMo 
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3 3. fflf^l-l 5&m®!f)V3ld7;*s)Vttz'\Z7V-)V®mfc&1t 

if I v^^v;l/^y^^-if I VBi*&, 7°D 

H>fo>'>^7 7^- if- 1 ^U=iy>*X*U7— £M 

10 P</i/h-;K ^'Jn^r>M»t- if- 3 {f)V%zi>m^7 
5^-1, ^;^^>^7°^H-1«»> ^^>i^F-173 4 
-XK 75'JX 75U>SIWfc 75U>7^-XK 0 3 -7KW-U> 

15 

20 £5, sff^3S3 3fB«©|gm 0 
3 5. ftffcffll«ft!l#! 

^y75>3M|5I^ -feDh-^Mia*^ irph->ra«^ 
25 -feP hn>7rf-X K y;P7H^U>H!»JRiaaai, X;U7HU^U>tt 

=fn*K F-/^5>7rf-X K ^X^tV-r F^*7>^^7 K r 
-75/lt»7>^^lN H 3 -k^S>7>^toK L-k 



Patent provided by Sughrue Mion, PLLC - http:tfwww.sughrue.com 



WO 02/053573 



PCT/JP01/11348 



113 

7>7i^5>-^al/-rHb7>X^ U7°K T*#--7>A°7, X 
p;ioPp Yn\Z yftmftJV^ywmfc* zuv^n hotr>ttffl*;^>T^= 
WiKSH^ i/U7>J-~3.-hPt 0 y77T^-> it-TP bo h°>J5cl±S 

K ^tf^-r F^F7>^^xh, fi=r-yry?zi-zb, *?=.y 
- p >-t y h i/-r x^r ytfftfr^ >sw^7 >^ p*~x h , 7 tf-rmmss 
mnM&£zf*u*yy^fa7y?3-7,b£Qte%wfrzmmi*z>Mm 

15 

3 6. (a) m&mi^i 5?Bife©^>ptf^ j y)v**y\Z7V-)vwm 
fc£tcte^0MM¥mzfr®2tiz>i&, (b) -lyxvymg'&Mmm, 
mmumm. \f^r±-im, ^y^vymmmm, -r>7 v>$m* 9 

)lt> P'>^##:7 y? P^7 h , -f>X'J if$0 h U ^7° 

20 t? I I ffiJirit, VLttvyv*??-?—' fefi via^lg, 7p 

7>P-X-6-^X7T^-ifB^> 7;U7 h-7-t:7^X7 7^ 

p-tVv'b-jk ^'Jny>^9*^t-l?- 3ifi^£, 7>^rf>1$^7° 
25 ^H-l, 7>*P>tI^7°^H-l^»> 7V1/^P>^7°^H-17P < 
75'JX 7$U>m», 7$U>7P*X7K 7)lF-ZM7tB 

;«»7>^^Xh, ^-hU>7A^^>^7>^P'-7h, fe^H 
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?NF-jcBia«i> mmmm<mmm.mm, N-r^Mt-a-vyzv 

^ymmfo. ^'Jy>> 5-tFD^-l-^t^>h<X EGB- 
5 7 6 1, tf^O^l/, T.Dx^>-h% Y-128, kHD^^WM 

7o7zi-;k ¥M*;i^>^#;7:ix7 K nvxfp-Ji/ 
MH^H, U A°-if BBi^K, 5 7 o y-£ h U U H h y >7 7 7 

15 I x>F*U>£ftB*li&«lk i>^t'J>M7>^ 

X7K fijmH, *Jky^7Am jfiLffeSSttP&m £&#«jt»fH, f 

H, «#M«^cJ:OT7;i/*Uf^^^§^D^^n?>^< t 
20 Xlif&iBt^S. 

fctt-eona^WKiw^sn**, *«fc^ (b) -f >^ u >«stt*9m, » 

25 MISSIS if^TW HE i' >7 U -f>XU>WW, w 

* ^>g&#7 >7 n*X7 K -f >7 U >£*#*?--£JW*3k h U ^7^ 
v;i/^7^^-iz I im.mm, y^^yiK.^MlVltl, 7"Dr 
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^;i/Zi-7>- 6 -*777^-fBil> h-7-tf7*77 7*~t? 

5 K 75U>> 75 U >^», 75U>7:ix7K 7;i/F-7S«mifi 

10 jfiL/MS**^SH^^», ±^iima^, #«*H^\ #^X:f-> 

H#fc 7U-7>> 5-t FP^^>- l-^^;Pt^>h-T>, EGB-7 6 
1, k^^ntik XOx+vHv Y-128, hHn+y^^WJJl/ 

3X>itVAAM7C»ia^> 7^7^"h^{b^#j> ^ 3 -7Hl/^U>g 
##:7rf-7h, 7yJV3X>1f^AA : 3 l/7xD-;i/7~>;P»^»^ia 
15 g|£, 7°P7*n-;K ?M*M>»T^-7f, 3 l/7xD-;i»* 

20 at zH/7^o-^xx^;i/ra7>A7Pi^, ttiil, 7>v^t7-> 
gW#3S*nm x>H-kU>«#*IS^> x> HirU >g^#7>*:xx 

xk fijs*. ^;w^7A^m, rtLMsiwjm $&ttigj&i9r& 

25 Wf fllfeJ;^!?;^ Uftli^^-SSJ; i91^$tl§ / J>^< t% 1 
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SEQUENCE LISTING 

<110> RISSEI PHARMACEUTICAL CO., LTD. 
FUJIKURA, Hideki 
FUSHIMI, Nobuhiko 
NISHIMURA, Toshihiro 
NAKABAYASHI, Takeshi 
ISAJI, Masayuki 

<120> GLUCOPYRANOSYLOXYPYRAZOLE DERIVATIVES AND PHARMACEUTICAL USES THEREOF 

<130> PCT-A0138 

<150> IP 2000/403534 
<151> 2000-12-28 

<160> 5 

<170> Patentln version 3.0 and MS Word 

<210> 1 

<211> 20 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA primer 

<400> 1 

atggaggagc acacagaggc 20 

<210> 2 

<211> 20 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA primer 

<400> 2 

ggcatagaag ccccagagga 20 

<210> 3 

<211> 29 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA primer 

<400> 3 

aacctcgaga tggaggagca cacagaggc 29 

<210> 4 

<2U> 29 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA primer 
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<400> 4 

aacaagcttg gcatagaagc cccagagga 29 



<210> 5 

<211> 25 

<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Peptide fused to the carboxyl terminal 
alanine residue of human SGLT2 

<400> 5 

Lys Leu Gly Pro Glu Gin Lys Leu He Ser Glu Glu Asp Leu Asn Ser 
15 10 15 

Ala Val Asp His His His His His His 
20 25 
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